(12) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT) 

w ^tS2a^ ffiKH i am iQiin n mm inn on i n ui mi mil nm mu nm ini iiiiiq uii uii an 

(43) International Publication Date (10) International Publication Number 

3 April 2003 (03.04,2003) pct WO 03/026587 A2 




(51) International Patent Classification 7 : A61K 

(21) International Application Number: PCT/US02/30989 

(22) International Filing Date: 

26 September 2002 (26.09.2002) 

(25) Filing Language: English 

(26) Publication Language: English 

(30) Priority Data: 

60/324,874 26 September 2001 (26.09.2001) US 

(71) Applicant: BRISTOL-MYERS SQUIBB COMPANY 

[US/US]; P. O. Box 4000, Route 206 and Provinceline 
= Road, Princeton, NJ 08543-4000 (US). 

^5 (72) Inventors: PRIESTLEY, Eldon, Scott; 109 Ramunno 
g= Circle, Hockesin, DE 19797 (US). DECICCO, Carl, P.; 
ggg 102 Indian Springs Road, Kennett Square, PA 19348 (US). 
= HUDYMA, Thomas, W.; 105R Black Walnut Drive, 
= Durham, CT -6422 (US). ZHENG, Xiaofan; 46 Dundee 
== Drive, Cheshire, CT 06410 (US). 

=S (74) Agents: MORSE, David et aL; Bristol-Myers Squibb 
§=§§ Company, P.O. Box 4000, Princeton, NJ 08543 -4000 (US). 



(81) Designated States (national): AE, AG, AL, AM, AT, AU, 
AZ, BA, BB, BG, BR, BY, BZ, CA, CH, CN, CO, CR, CU, 
CZ, DE, DK, DM, DZ, EC, EE, ES, H, GB, GD, GE, GH, 
GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, 
LK, LR, LS, LT, LU, LV, MA, MD, MG, MK, MN, MW, 
MX, MZ, NO, NZ, OM, PH, PL, PT, RO, RU, SD, SE, SG, 
SI, SK, SL, TJ, TM, TN, TR, TT, TZ, UA, UG, UZ, VN, 
YU, ZA, ZM, ZW. 

(84) Designated States (regional): ARIPO patent (GH, GM, 
KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZM, ZW), 
Eurasian patent (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM), 
European patent (AT, BE, BG, CH, CY, CZ, DE, DK, EE, 
ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE, SK, 
TR), OAPI patent (BF, BJ, CF, CG, CI, CM, GA, GN, GQ, 
GW, ML, MR, NE, SN, TD, TG). 

Published: 

— without international search report and to be republished 
upon receipt of that report 

For two-letter codes and other abbreviations, refer to the "Guid- 
ance Notes on Codes and Abbreviations" appearing at the begin- 
ning of each regular issue of the PCT Gazette. 



< 
90 

If) 

^ (54) Title: COMPOUNDS USEFUL FOR TREATING HEPATITUS C VIRUS 




(57) Abstract: A series of compounds of Formula I are disclosed which are useful in 
treating viral hepatitus C. 



WO 03/026587 



PCT/US02/30989 



COMPOUNDS USEFUL FOR 
TREATING HEPATITIS C VIRUS 
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FIELD OF T HE INVENTION! 

The present invention is directed to compounds which inhibit the RNA- 
dependent RNA polymerase (RdRp) encoded by Hepatitis C virus (HCV) The 
compounds, or pharmaceutical^ acceptable salts or prodrugs thereof, are of value 
in the treatment and/or prevention of infection by HCV. 

BACKGROUND nir THE INVFATTom 
The Field of the Invention. HCV is a major human pathogen, infecting 
an esumated 170 million persons worldwide - roughly five times the number 
infected by human immunodeficiency virus type 1. A substantial fraction of these 
HCV mfected individuals develop serious progressive liver disease, including 
cnhosis and hepatocellular carcinoma. (Lauer, G. M, Walker, B. D N Enel J 
20 Med. (2001), 345, 41-52). ' * 

Presendy, the most effective HCV therapy employs a combination of 
alpha-mterferon and ribavirin, leading to sustained efficacy in 40% of patients 
(Poynard, T. et al. Uncet (1998), 352, 1426-1432). Recent clinical results 
demonstrate that pegylated alpha-interferon is superior to unmodified alpha- 
25 mterferon as monotherapy (Zeuzem, S. et al. N. Engl. J. Med. (2000), 343 1666- 
1672). However, even with experimental therapeutic regimens involving 
combinations of pegylated alpha-interferon and ribavirin, a substantial fraction of 
pauents do not have a sustained reduction in viral load. In addition, the prospects 

ford -elopmentofa P rophylac ti cortherapeuticvaccinea P peardim,ins P ite 
30 mtensive reseat efforts. Thus, there is a clear and long-felt need to develop 
effective therapeutics for treatment of HCV infection. 
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HCV is a positive-stranded RNA virus. Based on comparison of deduced 
amino acid sequence and the extensive similarity in the 5' untranslated region, 
HCV has been classified as a separate genus in the Flaviviridae family. All 
members of the Flaviviridae family have enveloped virions that contain a positive 
5 stranded RNA genome encoding all known virus-specific proteins via translation 
of a single, uninterrupted, open reading frame. 

Considerable heterogeneity is found within the nucleotide and encoded 
amino acid sequence throughout the HCV genome. At least six major genotypes 
have been characterized, and more than 50 subtypes have been described. The 
10 major genotypes of HCV differ in their distribution worldwide, and the clinical 
significance of the genetic heterogeneity of HCV remains elusive despite 
numerous studies of the possible effect of genotypes on pathogenesis and therapy. 

The RNA genome is about 9.6 Kb in length, and encodes a single 
polypeptide of about 3000 amino acids. The 5' untranslated region contains an 
15 internal ribosome entry site (IRES), which directs cellular ribosomes to the 
correct AUG for initiation of translation. The translated product contains the 
following proteins: core-El-E2-p7-NS2-NS3-NS4A-NS4B-NS5A-NS5B. This 
precursor protein is cotranslationally and posttranslationally processed into at 
least 10 viral structural (core, El, E2) and nonstructural (NS2-NS5B) proteins by 
20 the action of host cell signal peptidase and by two distinct viral proteinase 
activities (NS2/3 and NS3). 

Although the functions of the NS proteins are not completely defined, it is 
known that NS3 is a serine protease/RNA helicase, NS4A is a protease cofactor, 
and NS5B is an RNA dependent RNA polymerase involved in viral replication. It 
25 has recently been demonstrated that functional NS5B is required for virus 

infectivity in chimpanzees (Kolykhalov, A. A. et al. /. Virol (2000), 74, 2046- 
2051). This result strongly suggests that inhibition of the NS5B RdRp is a viable 
approach for the development of HCV therapeutic agents. 

Description of Related Art. Efforts toward the development of HCV 
30 NS5B RdRp inhibitors have resulted in the following disclosures: 

Altamura et al. (Istituto Di Ricerche Di Biologia Molecolare) describe 
diketoacid RdRp inhibitors (WO 00/06529 and WO 02/06246 Al). Altamura et 
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al. suggest that the diketoacids and dihydroxypyrimidine carboxylic acids inhibit 
HCV RdRp by interfering with the binding of phosphoryl groups at the active site 
of the enzyme. 

A series of three disclosures from Viropharma Inc. (Bailey, T. R. et al 
WO 00/10573; Bailey, T. R. et al, WO 00/13708; Young, D. C. et al, WO 
00/18231) describe HCV RdRp inhibitors. WO 00/10573 covers a series of 
rhodanine derivatives, WO 00/13708 covers a series of barbituric acid or 
thiobarbituric acid derivatives, and WO 0018231 covers a series of 
dihydrobenzothiophene derivatives. 

R. Storer (Biochem Pharma, Inc.) has disclosed the use of a series of 
dioxolane nucleosides for treatment of HCV (WO 01/32153). 

EP 1162196 (Japan Tobacco Inc.) discloses a series of fused ring 
heterocycles as inhibitor, of HCV RdRp. These compounds may be distinguished 
from the applicants' compounds in the nature of the "A" substituent in applicants' 
1 5 Formula I compounds. 

WO 02/04425 (Boehringer Ingelheim) discloses a series of HCV NS5B 
polymerase inhibitors which also may be distinguished from the applicants- 
compounds in the nature of the "A" substituent in applicants' Formula I 
• compounds. 

WO 01/85172 (Smithkline Beecham) discloses a series of l-(alkyl)-3- 

(1 J-dioxo-2H-benzo-l,2,4-miadiazin-3-ylH-hydroxy-2-quinolones as HCV 
inhibitors. 



20 
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SUMMARY O F THE INVFNTfnM 

The present invention is directed to compounds according to Formula I: 
RV 

-o 




wherein all represented groups are defined below. 

The present invention is also directed to compounds of Formula I, 
pharmaceutically acceptable salts or prodrugs thereof, which are useful as 



or 
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inhibitors of HCV NS5B RdRp. It is another object of the present invention to 
provide pharmaceutical compositions comprising a pharmaceutically acceptable 
carrier and a therapeutically effective amount of a compound of Formula I, or 
pharmaceutically acceptable salt or prodrug thereof. It is another object of the 

5 present invention to provide a method for the treatment or prevention of HCV 
comprising administering to a host in need of such treatment a therapeutically 
effective amount of a compound of Formula I, or a pharmaceutically acceptable 
salt or prodrug thereof. These and other objects of the invention, which will 
become apparent during the following detailed description, have been achieved 

10 by the discovery that compounds of Formula I inhibit the HCV NS5B RdRp. 

DETAILED DESCRIPTION OF THE INVENTION 

The present invention is directed to compounds according to Formula I: 



15 



R 3 
I 



wherein: Q is CH or N; R 1 is tetrazolyl, MeCONHS0 2 -, PhCONHS0 2 -, 



R 5 0 2 C^ 

R 5 0 2 C(CH 2 )o.3CONHS02-, 





o 2 o o 2 o 

H , or H ;R 2 is R° ,-CH 2 Ar\-CHPh 2 ,-CH 2 CO(4- 
20 FPh), -CH 2 CO(4-CF 3 Ph), or -CH 2 CONp where Np is naphthyl; R 3 is 

Cj.Tcycloalkyl; R 4 is hydrogen, Ar 2 , or Ar 3 ; Ar 1 is selected from the following 

OMe 

MeCX. 



group: phenyl, halophenyl, 





, f \~CO z Me 
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I Ar 4 is phenyl, naphthyl, or biphenyl, 
op ona,,, a ubsliIUKd wilh ,3 subsliliKnB ^ ^ ^ 

halogen, C M alkyl, hydroxy C,«alkyl, Calkoxy, C.^ulfoxy 
C.-rperflnonalkyl, hydroxy, fo™ yl , C,^kylcarbo n¥l , cyan0i ^ 
Ckylamido, CO*', CONRV, C.^yMo^, ^ ^ ' ^ 
m-eny. f™,,, p^y,, 

pynm,d.„y, optionally ^ M ^ ^ 

composing CM, formyl, ace.oxy, W fluo ra ac«„xy, aod t-^xyca^y, # 

" Mro8e " ° r C " al « R6 * Wog™. memoxy, CCyiVcONRV R 7 and R» 
« mdependendy hydrogen, C^alkyl, -CH(Me)CO ; R', 

OR 5 





KCH^ONR^-fCH^Oft ..... ^ 
and R .aken .ogemer with ft. niIrogen „, whjch ^ „ ^ ^ ' 
pyridine, mo^hoBne, piperidine, 4-hy.toxypipendine, pipeline, „ r 
^PiP^inc^apharmaceudcaHy accept sal, s„,va,e, orprcdrug 

As used herein, fte Mowing t<ms snall ^ un<fcmood ^ ^ ^ 
meaning se. forth i„ ft e fotlowing definitions. 

The «™ ■ ameomA rf,,^ ^ ej 
mean. W embrace compounds of f(rau , a md inc]ude prodmgs 

itrr ,y rr md ^ •* ^ «--* 

o .n.e™ed,a*s. wherher or no, ftey ftemselves a« claimed, is mean, ,o embmce 
me,r sal,s, and solva.es, where the coMex. so penni, 5 . 
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The term "derivative" means a chemically modified compound wherein 
the modification is considered routine by the ordinary skilled chemist, such as an 
ester or an amide of an acid, protecting groups, such as a benzyl group for an 
alcohol or thiol, and tert-butoxycarbonyl group for an amine. 
5 The term "analog" means a compound which comprises a chemically 

modified form of a specific compound or class thereof, and which maintains the 
pharmaceutical and/or pharmacological activities characteristic of said compound 
or class. 

The term "solvate" means a physical association of a compound of this 

10 invention with one or more solvent molecules. This physical association includes 
hydrogen bonding. In certain instances the solvate will be capable of isolation, for 
example when one or more solvent molecules are incorporated in the crystal 
lattice of the crystalline solid. "Solvate" encompasses both solution-phase and 
isolable solvates. Exemplary solvates include hydrates, ethanolates, methanolates, 

15 and the like. 

The term "effective amount" means an amount of a 
compound/composition according to the present invention effective in producing 
the desired therapeutic effect, i.e. inhibiting HCV. 

The term "patient" includes both human and other mammals. 

20 The term "pharmaceutical composition" means a composition comprising 

a compound of formula I in combination with at least one additional 
pharmaceutical adjuvant, excipient, vehicle or carrier component, such as 
diluents, preserving agents, fillers, flow regulating agents, disintegrating agents, 
wetting agents, emulsifying agents, suspending agents, sweetening agents, 

25 flavoring agents, perfuming agents, antibacterial agents, antifungal agents, 

lubricating agents and dispensing agents, depending on the nature of the mode of 
administration and dosage forms. Any ingredient listed in Remington's 
Pharmaceutical Sciences, 18 th ed., Mack Publishing Company, may be used. 

The term "alky!" is intended to include both branched and straight-chain 

30 saturated aliphatic hydrocarbon groups having the specified number of carbon 
atoms. Thus, alkyl refers to an alkyl group having from one to six carbon 
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atoms. Examples of alky, include, but a* not limited to, methyl, ethyl, n-propy, 
i-pro P yl, n-butyl, s-butyl, and t-butyl, pentyl, hexyl, heptyl and octyl. 

The terms "linear and cyclic heteroalkyl" an, defined in accordance with the 
term "alky," with the suitable .placement of carbon atoms with an atom such as 
oxygen, mtrogen or sulfur which would render a chemically stable species 

by a heterocyclic group. 

The tern* W „ r "halogen" as used herein refer ,„ fluoro , ch]oro , bmm 



and iodo. 

10 
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Alka -y'-ferstoa S ubsutuent g rouphavingaC, 6 a.ky,componem 
to a carbony, group which is then bonded to the backbone to which the substituent 
group is connected. 

The term "alkoxy" is intended io represent an alkyl group with .he 
.nd.ca.ed number of carbon a,o ms arched «„ an oxygen atom, of 
alkoxy include, on, aro no. limited .0, methoxy, ethoxy, „.propoxy, i-propoxy 
n-butoxy, s-butoxy, and t-butoxy. 

The term "aryl" is intended to mean an aromatic moiety containing the 
specified number of carbon atoms, such as, but not limited to phenyl, indanyl or 
naphthyl. So C, 14 aryl refers io an aromatic moiety having from six to fourteen 

carbon atoms which maybe in the form of a single, bicyc.ic or tricyclic structu* 
The term » haloaryr as used herejn refm tQ ^ ^ ^ d . ^ ^ substjtuted ^ 

halogen atoms. 

As used herein, the term ■cyclo.lkyl" refers ,„ . monocyc|jc 
group. Exantp.es of such caroocycles include, hu, am no. limited to, cyclopropy. 
cyclobutyl, cyclopemyl, cyclohexyl, eycloheptyl and cyclooctyl. 

As used herein, the terro "heterocycle" or -heterocyclic system" is 
■mended ,„ mean a stable 5- ,„ 7- memberod monocyclic or bicyclie or 7- ro 14- 
memberod bicyclie heterocyclic ring which is saturated, partial!, „ nMt ura,ed or 
unsaturated (aromarie), and which consists „f carbon atoms and from 1 te4 
heteroatoms independenrly elected from the group consisting ofN,0 and Sand 
■ncludrng any bicyclie group i„ which any of me above-defineri heterocyclic rings 
rs fused ,„ a benzene ring. The nirrogen and sulfur heteroatoms may oprionally be 
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oxidized. The heterocyclic ring may be attached to its pendant group at any 
heteroatom or carbon atom which results in a stable structure. The heterocyclic 
rings described herein may be substituted on carbon or on a nitrogen atom if the 
resulting compound is stable. If specifically noted, a nitrogen in the heterocycle 
5 may optionally be quaternized. It is preferred that when the total number of S and 
O atoms in the heterocycle exceeds 1, then these heteroatoms are not adjacent to 
one another. It is preferred that the total number of S and O atoms in the 
heterocycle is not more than 2. Also included are fused ring and spiro compounds 
containing, for example, the above heterocycles. 

10 The term "aromatic heterocyclic system" or "heteroaryl" means a stable 5- to 

7- membered monocyclic or bicyclic or 7- to 10-membered bicyclic heterocyclic 
aromatic ring which consists of carbon atoms and from 1 to 4 heterotams 
independently selected from the group consisting of N, O and S. The term includes 
any bicyclic group in which any of the above-defined heterocyclic rings is fused to a 

15 benzene ring. It is preferred that the total number of S and O atoms in the aromatic 
heterocycle is not more than 2. 

Examples of heterocycles include, but are not limited to, piperidinyl, 
morpholinyl, piperazinyl, lH-indazole, 2-pyrrolidonyl, 2H,6H-l,5,2-dithiazinyl, 
2H-pyrrolyl, 3H-indolyl, 4-piperidonyl, 4aH-carbazole, 4H-quinolizinyl, 6H- 

20 1,2,5-thiadiazinyl, acridinyl, azocinyl, benzimidazolyl, benzofuranyl, 

benzothiofuranyl, benzothiophenyl, benzoxazolyl, benzthiazolyl, benztriazolyl, 
benztetrazolyl, benzisoxazolyl, benzisothiazolyl, benzimidazalonyl, carbazolyl, 
4a//-carbazolyl, b-carbolinyl, chromanyl, chromenyl, cinnolinyl, 
decahydroquinolinyl, 2//,6tf-l,5,2-dithiazinyl, dihydrofuro[2,3- 

25 fcjtetrahydrofuran, furanyl, furazanyl, imidazolidinyl, imidazolinyl, imidazolyl, 
l//-indazolyl, indolenyl, indolinyl, indolizinyl, indolyl, isobenzofuranyl, 
isochromanyl, isoindazolyl, isoindolinyl, isoindolyl, isoquinolinyl, isothiazolyl, 
isoxazolyl, morpholinyl, naphthyridinyl, octahydroisoquinolinyl, oxadiazolyl, 
1,2,3-oxadiazolyl, 1,2,4-oxadiazolyl, 1,2,5-oxadiazolyl, 1,3,4-oxadiazolyl, 

30 oxazolidinyl., oxazolyl, oxazolidinylperimidinyl, phenanthridinyl, 

phenanthrolinyl, phenarsazinyl, phenazinyl, phenothiazinyl, phenoxathiinyl, 
phenoxazinyl, phthalazinyl, piperazinyl, piperidinyl, pteridinyl, piperidonyl, 
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4-piperidonyl, pteridinyl, purinyl, pyranyl, pyrazinyl, pyrazolidinyl, pyrazolinyl, 
pyrazolyl, pyridazinyl, pyridooxazole, pyridoimidazole, pyridothiazole, pyridinyl, 
pyridyl, pyrimidinyl, pyrrolidinyl, pyrrolinyl, pyrrolyl, quinazolinyl, quinolinyl, ' 
4//-quinolizinyl, quinoxalinyl, quinuclidinyl, carbolinyl, tetrahydrofurany], 
5 tetrahydroisoquinolinyl, tetrahydroquinolinyl, 6tf-l,2,5-thiadiazinyl, 1,2,3- 
thiadiazolyl, 1,2,4-thiadiazolyl, 1,2,5-thiadiazolyl, 1,3,4-thiadiazolyl, 
thianthrenyl, thiazolyl, thienyl, thienothiazolyl, thienooxazolyl, thienoimidazolyl, 
thiophenyl, triazinyl, 1,2,3-triazolyl, 1,2,4-triazolyl, 1,2,5-triazoIyl, 1,3,4- 
triazolyl, xanthenyl. Preferred heterocycles include, but are not limited to, 
10 pyridinyl, furanyl, thienyl, pyrrolyl, pyrazolyl, imidazolyl, indolyl, 

benzimidazolyl, Itf-indazolyl, oxazolidinyl, benzotriazolyl, benzisoxazolyl, 
oxindolyl, benzoxazolinyl, orisatinoyl. 

As used herein, "pharmaceutically acceptable salts" refer to derivatives of 
the disclosed compounds wherein the parent compound is modified by making 
acid or base salts thereof. Examples of pharmaceutically acceptable salts include, 
but are not limited to, mineral or organic acid salts of basic residues such as 
amines; alkali or organic salts of acidic residues such as cartoxylic acids; and the 
like. The pharmaceutical^ acceptable salts include the conventional non-toxic 
salts or the quaternary ammonium salts of the parent compound formed, for 
example, from non-toxic inorganic or organic acids. For example, such 
conventional non-toxic salts include those derived from inorganic acids such as 
hydrochloric, hydrobromic, sulfuric, sulfamic, phosphoric, nitric and the like; and 
the salts prepared from organic acids such as acetic, propionic, succinic, glycolic, 
stearic, lactic, malic, tartaric, citric, ascorbic, palmitic, maleic, hydroxymaleic, 
phenylacetic, glutamic, benzoic, salicylic, sulfanilic, 2-acetoxybenzoic, fumaric, 
toluenesulfonic, methanesulfonic, ethane disulfonic, oxalic, isethionic, and the 
like. 

The pharmaceutically acceptable salts of the present invention can be 
synthesized from the parent compound which contains a basic or acidic moiety by 
conventional chemical methods. Generally, such salts can be prepared by reacting 
the free acid or base forms of these compounds with a stoichiometric amount of 
the appropriate base or acid in water or in an organic solvent, or in a mixture of 
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the two; generally, nonaqueous media like ether, ethyl acetate, ethanol, 
isopropanol, or acetonitrile are preferred. Lists of suitable salts are found in 
Remington's Pharmaceutical Sciences, 18th ed., Mack Publishing Company, 
Easton, PA, 1990, p. 1445, the disclosure of which is hereby incorporated by 
5 reference. 

The compounds of the present invention are useful in the form of the free 
base or acid or in the form of a pharmaceutical^ acceptable salt thereof. All 
forms are within the scope of the invention. 

The phrase "phaimaceutically acceptable" is employed herein to refer to 
10 those compounds, materials, compositions, and/or dosage forms which are, within 
the scope of sound medical judgment, suitable for use in contact with the tissues 
of human beings and animals without excessive toxicity, irritation, allergic 
response, or other problem or complication commensurate with a reasonable 
risk/benefit ratio. 

15 The term "pharmaceutically acceptable prodrugs" as used herein means 

those prodrugs of the compounds useful according to the present invention which 
are, within the scope of sound medical judgment, suitable for use in contact with 
the tissues of humans and lower animals without undue toxicity, irritation, 
allergic response, and the like, commensurate with a reasonable risk/benefit ratio, 

20 and effective for their intended use, as well as zwitterionic forms, where possible, 
of the compounds of the invention. 

The term "prodrugs", as the term is used herein, are intended to include 
any covalently bonded carriers which release an active parent drug of the present 
invention in vivo when such prodrug is administered to a mammalian subject. 

25 Since prodrugs are known to enhance numerous desirable qualities of 
pharmaceuticals (i.e., solubility, bioavailability, manufacturing, etc.) the 
compounds of the present invention may be delivered in prodrug form. Thus, the 
skilled artisan will appreciate that the present invention encompasses prodrugs of 
the presently claimed compounds, methods of delivering the same, and 

30 compositions containing the same. Prodrugs of the present invention are prepared 
by modifying functional groups present in the compound in such a way that the 
modifications are cleaved, either in routine manipulation or in vivo, to form the 
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parent compound. The transformation in vivo may be, for example, as the result 
of some metabolic process, such as chemical or enzymatic hydrolysis of a 
carboxylic, phosphoric or sulphate ester, or reduction or oxidation of a 
susceptible functionality. Prodrugs include compounds of the present invention 
5 wherein a hydroxy, amino, or sulfhydryl group is bonded to any group that, when 
the prodrug of the present invention is administered to a mammalian subject, it 
cleaves to form a free hydroxyl, free amino, or free sulfydryl group, respectively. 
Functional groups which may be rapidly transformed, by metabolic cleavage, in 
vivo form a class of groups reactive with the carboxyl group of the compounds of 

10 this invention. They include, but are not limited to such groups as alkanoyl (such 
as acetyl, propionyl, butyryl, and the like), unsubstituted and substituted aroyl 
(such as benzoyl and substituted benzoyl), alkoxycarbonyl (such as 
ethoxycarbonyl), trialkylsilyl (such as trimethyl- and triethysilyl), monoesters 
formed with dicarboxylic acids (such as succinyl), and the like. Because of the 

15 ease with which the metabolically cleavable groups of the compounds useful 
according to this invention are cleaved in vivo, the compounds bearing such 
groups can act as pro-drugs. The compounds bearing the metabolically cleavable 
groups have the advantage that they may exhibit improved bioavailability as a 
result of enhanced solubility and/or rate of absorption conferred upon the parent 

20 compound by virtue of the presence of the metabolically cleavable group. A 

thorough discussion of prodrugs is provided in the following: Design of Prodrugs, 
H. Bundgaard, ed., Elsevier, 1985; Methods in Enzymology, K. Widder et al, Ed., 
Academic Press, 42, p.309-396, 1985; A Textbook of Drug Design and 
Development, Krogsgaard-Larsen and H. Bundgaard, ed, Chapter 5; "Design and 

25 Applications of Prodrugs" p.113-191, 1991; Advanced Drug Delivery Reviews, 
H. Bundgard, 8, p. 1-38, 1992; Journal of Pharmaceutical Sciences, 77, p. 285, 
1988; Chem. Pharm. Bull., N. Nakeya et al, 32, p. 692, 1984; Pro-drugs as Novel 
Delivery Systems, T. Higuchi and V. Stella, Vol. 14 of the A.C.S. Symposium 
Series, and Bioreversible Carriers in Drug Design, Edward B. Roche, ed., 

30 American Pharmaceutical Association and Pergamon Press, 1987, each of which 
is herein incorporated by reference in their entirety as though set forth in full. 
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The term "treating" refers to: (i) preventing a disease, disorder or 
condition from occurring in an animal which may be predisposed to the disease, 
disorder and/or condition but has not yet been diagnosed as having it; (ii) 
inhibiting the disease, disorder or condition, i.e., arresting its development; and 
5 (iii) relieving the disease, disorder or condition, i.e., causing regression of the 
disease, disorder and/or condition. 

Preparation of Compounds of the Invention 

Certain compounds of Formula I and intermediates used in making these 

10 compounds may exhibit tautomerism and in some cases one tautomer has been 
schematically drawn to represent all forms. Certain compounds of formula I can 
exhibit isomerism, for example geometrical isomerism, e.g., E or Z isomerism, 
and optical isomerism, e.g., R or S configurations. Geometrical isomers include 
the cis and trans forms of compounds of the invention having alkenyl moieties. It 

15 is well known in the art how to prepare optically active forms, such as by 
resolution of racemic forms or by synthesis from optically active starting 
materials. All chiral, diastereomeric, racemic forms and all geometric isomeric 
forms of a structure are intended, unless the specific stereochemistry or isomer 
form is specifically indicated. 

20 Such isomers can be separated from their mixtures, by the application or 

adaptation of known methods, for example chromatographic techniques and 
recrystallization techniques, or they are separately prepared from the appropriate 
isomers of their intermediates, for example by the application or adaptation of 
methods described herein. 

25 Where the compound of the present invention is substituted with a basic 

moiety, acid addition salts are formed and are simply a more convenient form for 
use; and in practice, use of the salt form inherently amounts to use of the free 
base form. The acids which can be used to prepare the acid addition salts include 
preferably those which produce, when combined with the free base, 

30 pharmaceutically acceptable salts, that is, salts whose anions are non-toxic to the 
patient in pharmaceutical doses of the salts, so that the beneficial inhibitory 
effects on HCV RdRp inherent in the free base are not vitiated by side effects 
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ascribable to the anions. Although pharmaceutical^ acceptable salts of said basic 
compounds are preferred, all acid addition salts are useful as sources of the free 
base form even if the particular salt, per se, is desired only as an intermediate 
product as, for example, when the salt is formed only for purposes of purification, 
5 and identification, or when it is used as an intermediate in preparing a 
pharmaceutical^ acceptable salt by ion exchange procedures. 

According to a further feature of the invention, acid addition salts of the 
compounds of this invention are prepared by reaction of the free base with the 
appropriate acid, by the application or adaptation of known methods. For 
10 example, the acid addition salts of the compounds of this invention are prepared 
either by dissolving the free base in aqueous or aqueous-alcohol solution or other 
suitable solvents containing the appropriate acid and isolating the salt by 
evaporating the solution, or by reacting the free base and acid in an organic 
solvent, in which case the salt separates directly or can be obtained by 
15 concentration of the solution. 

The acid addition salts of the compounds of this invention can be 
regenerated from the salts by the application or adaptation of known methods. For 
example, parent compounds of the invention can be regenerated from their acid 
addition salts by treatment with an alkali, e.g. aqueous sodium bicarbonate 
20 solution or aqueous ammonia solution. 

Where the compound of the invention is substituted with an acidic moiety, 
base addition salts may be formed and can be simply a more convenient form for ' 
use; and in practice, use of the salt form inherently amounts to use of the free acid 
form. The bases which can be used to prepare the base addition salts include 
those which produce, when combined with the free acid, pharmaceutical^ 
acceptable salts, that is, salts whose cations are non-toxic to the animal organism 
in pharmaceutical doses of the salts, so that the beneficial inhibitory effects on 
HCV RdRp inherent in the free acid are not vitiated by side effects ascribable to 
the cations. Pharmaceutically acceptable salts, including for example alkali and 
alkaline earth metal salts, within the scope of the invention are those derived from 
the following bases: sodium hydride, sodium hydroxide, potassium hydroxide, 
calcium hydroxide, aluminum hydroxide, lithium hydroxide, magnesium 



25 
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hydroxide, zinc hydroxide, ammonia, ethylenediamine, N-methyl-glucamine, 
lysine, arginine, ornithine, choline, N,N -dibenzylethylenediamine, 
chloroprocaine, diethanolamine, procaine, N-benzylphenethylamine, 
diethylamine, piperazine, tris(hydroxymethyl)-aminomethane, 
5 tetramethylammonium hydroxide, and the like. 

Metal salts of compounds of the present invention may be obtained by 
contacting a hydride, hydroxide, carbonate or similar reactive compound of the 
chosen metal in an aqueous or organic solvent with the free acid form of the 
compound. The aqueous solvent employed may be water or it may be a mixture 

10 of water with an organic solvent, preferably an alcohol such as methanol or 

ethanol, a ketone such as acetone, an aliphatic ether such as tetrahydrofuran, or an 
ester such as ethyl acetate. Such reactions are normally conducted at ambient 
temperature but they may, if desired, be conducted with heating. 

Amine salts of compounds of the present invention may be obtained by 

15 contacting an amine in an aqueous or organic solvent with the free acid form of 
the compound. Suitable aqueous solvents include water and mixtures of water 
with alcohols such as methanol or ethanol, ethers such as tetrahydrofuran, nitriles 
such as acetonitrile, or ketones such as acetone. Amino acid salts may be 
similarly prepared. 

20 The base addition salts of the compounds of this invention can be 

regenerated from the salts by the application or adaptation of known methods. For 
example, parent compounds of the invention can be regenerated from their base 
addition salts by treatment with an acid, e.g. hydrochloric acid. 

Pharmaceutically acceptable salts also include quaternary lower alkyl 

25 ammonium salts. The quaternary salts are prepared by the exhaustive alkylation 
of basic nitrogen atoms in compounds, including nonaromatic and aromatic basic 
nitrogen atoms, according to the invention, i.e., alkylating the non-bonded pair of 
electrons of the nitrogen moieties with an alkylating agent such as methylhalide, 
particularly methyl iodide, or dimethyl sulfate. Quaternarization results in the 

30 nitrogen moiety becoming positively charged and having a negative counter ion 
associated therewith. 
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As will be self-evident to those skilled in the art, some of the compounds 
of this invention do not form stable salts. However, acid addition salts are more 
likely to be formed by compounds of this invention having a nitrogen-containing 
heteroaryl group and/or wherein the compounds contain an amino group as a 
5 substituent. Preferable acid addition salts of the compounds of the invention are 
those wherein there is not an acid labile group. 

As well as being useful in themselves as active compounds, salts of 
compounds of the invention are useful for the purposes of purification of the 
compounds, for example by exploitation of the solubility differences between the 
10 salts and the parent compounds, side products and/or starting materials, by 
techniques well known to those skilled in the art. 

Compounds according to the invention, for example, starting materials, 
intermediates or products, are prepared as described herein or by the application 
or adaptation of known methods, by which is meant methods used heretofore or 
15 described in the literature, for example those described by R. C. Larock in 
Comprehensive Organic Transformations, VCH publishers, 1989. 

In the reactions described hereinafter it may be necessary to protect 
reactive functional groups, for example hydroxy, amino, imino, thio or carboxy 
groups, where these are desired in the final product, to avoid their unwanted 
20 participation in the reactions. Conventional protecting groups may be used in 
accordance with standard practice, for examples see T.W. Green and P.G.M. 
Wuts in "Protective Groups in Organic Chemistry" John Wiley and Sons, 1991; J. 
F. W. McOmie in "Protective Groups in Organic Chemistry" Plenum Press, 1973. 
The compounds useful according to the invention optionally are supplied 
25 as salts. Those salts which are pharmaceutical^ acceptable are of particular ' 
interest since they are useful in administering the foregoing compounds for 
medical purposes. Salts which are not pharmaceutical^ acceptable are useful in 
manufacturing processes, for isolation and purification purposes, and in some 
instances, for use in separating stereoisomeric forms of the compounds of this 
30 invention. The latter is particularly true of amine salts prepared from optically 
active amines. 
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Where the compound useful according to the invention contains a carboxy 
group, or a sufficiently acidic bioisostere, base addition salts may be formed and 
are simply a more convenient form for use; and in practice, use of the salt form 
inherently amounts to use of the free acid form. 
5 Also, where the compound useful according to the invention contains a 

basic group, or a sufficiently basic bioisostere, acid addition salts may be formed 
and are simply a more convenient form for use; and in practice, use of the salt 
form inherently amounts to use of the free base form. 

The foregoing compounds useful according to the invention may also be 

10 combined with another therapeutic compound to form pharmaceutical 

compositions (with or without diluent or carrier) which, when administered, 
provide simultaneous administration of two or more active ingredients resulting 
in the combination therapy of the invention. 

While it is possible for compounds useful according to the invention to be 

15 administered alone it is preferable to present them as pharmaceutical 

compositions. The pharmaceutical compositions, both for veterinary and for 
human use, useful according to the present invention comprise at lease one 
compound of the invention, as above defined, together with one or more 
acceptable carriers therefor and optionally other therapeutic ingredients. The 

20 skilled artisan will appreciate the abundance of publications setting forth the state 
of the art for pharmaceutical administration. 

Examples of suspending agents include ethoxylated isostearyl alcohols, 
polyoxyethylene sorbitol and sorbitan esters, microcrystalline cellulose, 
aluminum metahydroxide, bentonite, agar-agar and tragacanth, or mixtures of 

25 these substances. Prevention of the action of microorganisms can be ensured by 
various antibacterial and antifungal agents, for example, parabens, chlorobutanol, 
phenol, sorbic acid, and the like. It may also be desirable to include isotonic 
agents, for example sugars, sodium chloride and the like. Prolonged absorption of 
the injectable pharmaceutical form can be brought about by the use of agents 

30 delaying absorption, for example, aluminum monosterate and gelatin. Examples 
of suitable carriers, diluents, solvents or vehicles include water, ethanol, polyols, 
suitable mixtures thereof, vegetable oils (such as olive oil) and injectable organic 
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esters such as ethyl oleate. Examples of excipients include lactose, milk sugar 
-odium citrate, calcium carbonate, dicalcium phosphate phosphate. Examples of 
dismtegratmg agents include starch, alginic acids and certain complex silicates 
Examples of lubricants include magnesium stearate, sodium lauryl sulphate, talc, 
as well as high molecular weight polyethylene glycols. 

In certain preferred embodiments, active ingredients necessary in 
combination therapy may be combined in a single pharmaceutical composition 
for simultaneous administration. 

The choice of vehicle and the content of active substance in the vehicle 
are generally determined in accordance with the solubility and chemical 
properties of the active compound, the particular mode of administration and the 
protons to be observed in pharmaceutical practice. For example, excipients 
such as lactose, sodium citrate, calcium carbonate, dicalcium phosphate and 
Asmtegrating agents such as starch, alginic acids and certain complex silicates 
combmed with lubricants such as magnesium stearate, sodium lauryl sulphate and 
talc may be used for preparing tablets. To prepare a capsule, it is advantageous to 
use lactose and high molecular weight polyethylene glycols. When aqueous 
suspensions are used they can contain emulsifying agents or agents which 
facilitate suspension. Diluents such as sucrose, ethanol, polyethylene glycol 
propylene glycol, glycerol and chloroform or mixtures thereof may also be used. 
The oily phase of the emulsions of this invention may be constituted from 
known ingredients in a known manner. While the oily phase may comprise 
merely an emulsifier (otherwise known as an emu.gent), it desirably comprises a 
mixture of at least one emulsifier with a fat or an oil or with both a fat and an oil 
Preferably, a hydrophilic emulsifier is included together with a lipophilic 
emulsifier which acts as a stabilizer. It is also preferred to include both an oil and 
a fat. Together, the emulsifier(s) with or without stabilizes) make up the 
emulsifying wax, and the wax together with the oil and fat make up the 
emulsifying ointment base which forms the oily dispersed phase of a cream 
formulation. Emulgents and emulsion stabilizers suitable for use in the 
formulation of the present invention include Tween® 60, Span® 80, cetostearyl 
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alcohol, benzyl alcohol, myristyl alcohol, glyceryl mono-stearate and sodium 
lauryl sulfate. 

If desired, the aqueous phase of the cream base may include, for example, 
a least 30% w/w of a polyhydric alcohol, i.e. an alcohol having two or more 
5 hydroxyl groups such as propylene glycol, butane 1,3-diol, mannitol, sorbitol, 
glycerol and polyethylene glycol (including PEG 400) and mixtures thereof. The 
topical formulations may desirably include a compound which enhances 
absorption or penetration of the active ingredient through the skin or other 
affected areas. Examples of such dermal penetration enhancers include dimethyl 

10 sulphoxide and related analogues. 

The choice of suitable oils or fats for the formulation is based on 
achieving the desired cosmetic properties. Thus the cream should preferably be a 
non-greasy, non-staining and washable product with suitable consistency to avoid 
leakage from tubes or other containers. Straight or branched chain, mono- or 

15 dibasic alkyl esters such as di-isopropyl myristate, decyl oleate, isopropyl 
palmitate, butyl stearate, 2-ethylhexyl palmitate or a blend of branched chain 
esters known as Crodamol CAP may be used, the last three being preferred esters. 
These may be used alone or in combination depending on the properties required. 
Alternatively, high melting point lipids such as white soft paraffin and/or liquid 

20 paraffin or other mineral oils can be used. Solid compositions may also be 

employed as fillers in soft and hard-filled gelatin capsules using such excipients 
as lactose or milk sugar as well as high molecular weight polyethylene glycols, 
and the like. 

The pharmaceutical compositions can be administered in a suitable 
25 formulation to humans and animals by topical or systemic administration, 

including oral, inhalational, rectal, nasal, buccal, sublingual, vaginal, parenteral 
(including subcutaneous, intramuscular, intravenous, intradermal, intrathecal and 
epidural), intracisternal and intraperitoneal. It will be appreciated that the 
preferred route may vary with for example the condition of the recipient. 
30 The formulations can be prepared in unit dosage form by any of the 

methods well known in the art of pharmacy. Such methods include the step of 
bringing into association the active ingredient with the carrier which constitutes 



WO 03/026587 



-19- 



PCT/US02/30989 



25 



30 



one or more accessory ingredients. In general the formulations are prepared by 
umformLy and intimately bringing into association the active ingredient with 
hqu,d earners or finely divided solid carriers or both, and then.if necessary 
shaping the product. 

5 A table, may be made by expression or moulding, optionally with one or 

more accessory ingredient. Composed tables may be prepared by compressing 
m a suitable machine .be active ingredient in a free-flowing fonn such * , 
powder or grannies, optionally mixed with a binder, lubricant, inert diluent 
preservative, surface acuve or dispersing agent Moulded tablets may be made by 
moulding m a suitable machine a mixture of the powdered compounds moistened 
wtth an inert liqui d di.uent The tablets may oprionally be coated or scored and 
may be formulated so as to provrde slow or controlled release of the active 
ingredient therein. 

Solid compositions for rectal administration include suppositories 
formulated in accordance with known methods and containing at least one 
compound of the invention. 

If desired, and for more effective distribution, the compos ^ ^ 
tnterceneapsulatedin, or attached ,o,aslow relate or targeted delivery systems 
such as a biocompatible, biodegmdrtle polymer marrices (e.g po,y(d,|.|acUde 
eo-glycolide)), liposomes, m ^ ^.^^ of 

mtramuscularly injected by a technique called subcutaneous or intramuscular 
depot to provide continuous slow rctease of ^ for ^ rf ^ 

weeks or longer. The compounds may be steri.iaed. for example, by filtration 
mrougb a bacteria mtaining fi.ter, or by incorporaung sterilizing agents in the 
form of sterile solid compositions which can be dissolved in s «eri,e water or 
some other sterile injectable medium immediately before use. 

Actual dosage levels of active ingmdien. in the compositions of the 
mvenrion may be varied so as to obtain an amount of active ingmdien, that „ 
effective to obtain a desrred therapeutic response for a partrcular composing and 
method of administration. The selected dosage level tbe ref „ re ^ upm ^ 
deatred therapeutic effect, on the route of administration, on the desired duration 
of treatment and other factors. 
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Total daily dose of the compounds useful according to this invention 
administered to a host in single or divided doses may be in amounts, for example, 
of from about 0.0001 to about 100 mg/kg body weight daily and preferably 0.01 
to 10 mg/kg/day. Dosage unit compositions may contain such amounts of such 
5 submultiples thereof as may be used to make up the daily dose. The skilled 
artisan will appreciate that the specific dose level for any particular patient will 
depend upon a variety of factors including the patient's body weight, general 
health, sex, diet, time and route of administration, rates of absorption and 
excretion, combination with other drugs and the severity of the particular disease 
10 being treated. 

The amount of each component administered is determined by the 
attending clinicians taking into consideration the etiology and severity of the 
disease, the patient's condition and age, the potency of each component and other 
factors. 

15 The formulations may be presented in unit-dose or multi-dose containers, 

for example sealed ampoules and vials with elastomeric stoppers, and may be 
stored in a freeze-dried (lyophilized) condition requiring only the addition of the 
sterile liquid carrier, for example water for injections, immediately prior to use. 
Extemporaneous injection solutions and suspensions may be prepared from sterile 

20 powders, granules and tablets of the kind previously described. 

Administration of a compound of the present invention in combination 
with additional therapeutic agents, may afford an efficacy advantage over the 
compounds and agents alone, and may do so while permitting the use of lower 
doses of each. A lower dosage minimizes the potential of side effects, thereby 

25 providing an increased margin of safety. The combination of a compound of the 
present invention with such additional therapeutic agents is preferably a 
synergistic combination. Synergy, as described for example by Chou and Talalay, 
Adv. Enzyme Regul. 22:27-55 (1984), occurs when the therapeutic effect of the 
compound and agent when administered in combination is greater than the 

30 additive effect of either the compound or agent when administered alone. In 
general, a synergistic effect is most clearly demonstrated at levels that are 
(therapeutically) sub-optimal for either the compound of the present invention or 
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solvents appropriate to the reagents and materials employed and are suitable for 
the transformations being effected. Also, in the description of the synthetic 
methods described below, it is to be understood that all proposed reaction 
conditions, including choice of solvent, reaction atmosphere, reaction 
5 temperature, duration of the experiment and workup procedures, are chosen to be 
the conditions standard for that reaction, which should be readily recognized by 
one skilled in the art. It is understood by one skilled in the art of organic synthesis 
that the functionality present on various portions of the molecule must be 
compatible with the reagents and reactions proposed. Such restrictions to the 

10 substituents which are compatible with the reaction conditions will be readily 
apparent to one skilled in the art and alternate methods must then be used. In 
addition, it may be necessary to introduce or remove protecting groups in order to 
carry certain substituents through the indicated reaction conditions. A 
compendium of protecting groups which may be useful, together with reaction 

15 conditions for introduction and removal may be found in Greene, T. W.; Wuts, P. 
G. M. Protective Groups in Organic Synthesis, Second Edition; Wiley: New 
York, 1991. 

The starting materials and all reagents and intermediates for these 
synthetic routes are either commercially available or may be prepared by methods 
20 known to one skilled in the art of organic synthesis from commercially available 
materials. 

The following methods describe different preparations of the compounds 
of the present invention. The methods are often general in nature and may be used 
to make variations of the inventive embodiments. Other variations would be 

25 apparent to those skilled in the art. 

Method A describes a general method of preparing compounds of 
Formula I (Scheme 1). Amine 3 is produced by nucleophilic displacement of aryl 
chloride 1 by cyclohexylamine (2). Reduction of the nitro group of 3 produces 
amine 4 which is condensed with imidate 5 to provide benzimidazole 6. The 

30 phenol of 6 can be alkylated with a variety of agents to form Formula I 

compounds. These agents include diphenylmethylbromide (7) which generates 
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example of a Formula I compound. 
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Scheme 2. 
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Method C describes an additional alkylative preparation of a Formula I 
5 compound. The alkylating agent 14 is prepared by coupling 4- 

chlorophenylboronic acid with 2-bromo-5-methoxytoluene which is in turn 
brominated on the tolyl methyl group. Many of the benzyl-type alkylating agents 
can be prepared by this route. 
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Scheme 4. 
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Method E describes the use of solid phase technology for the preparation 
5 of compounds of Formula I (Scheme 5). Phenol 27 is attached to a polymeric 
support, such as the Merrifield resin, and converted into an appropriate linker 
such as 30. Intermediate tetrazole 21 is then tethered to this linker. Deprotection 
and alkylation as described previously provide compounds like 34a. Cleavage 
from the resin affords compound 34, which is an example of a Formula I 
10 compounds. 
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Method F provides an additional solid phase approach which utilizes 
chloro trityl resin 35 (scheme 6). 



Scheme 6. 




CH 2 CI 2 :TFA:(l-Pr>3SIH 

(6:2:0,5) 




5 * 

Method G provides for a preparation of Formula I compounds where R 6 
is CONR 7 R 8 (scheme 7). Tetrazole 23 can be coupled with a variety of 
organometallic compounds to afford compounds like 39. Hydrolysis of the 
10 methyl ester of 39 gives carboxylic acid 40. The carboxylic acid moiety is 

transformed to an amide using amines of Formula HNR R . In this scheme the 
amine is an alkyl ester of glycine, which is then hydrolyzed. The protecting group 
of 42 is then removed to provide compound 43. The esters, acids, and amides are 
examples of Formula I compounds. 

15 
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Scheme 7. 





Method H provides a preparation „f various R . su5slituents (K|Kme 
Compounds of Fonnula 48 may ta ^ in . ana|(>sous ^ ^ ^ rf 
Formula 8 or 12. By judicious choice of ft. ester moiety of 48, ester hydrelysis 
may be carried ou, under basic (R is methyl), acidic (R is ,-bu, yl ), or neutral „ „ 
benzyl) conditions to provide compounds like 49. Acid 49 may be coupled with a 
sulfonamide via the acid chloride ,„ provide mmpmmis m 55 ,„ , 
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manner, other acyl sulfonamides provide additional examples of Formula I 
compounds. 




Method I provides methods for making compounds where Q is N 
(scheme 9). Where appropriate, these methods may be used in the previous 
procedures to prepare other examples of formula I compounds. 
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Method JP-videsa m ethodforp rep anngFonnu 1 aIco ra poundswhe re 
18 a RCONHS0 2 - moiety (Scheme 10). 

The preparation of the primary sulfonamide 69 follows the previous 
^odsAcylationofmesulfon^ 
of the sulfonamide with an appropriate acylating agent. 
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Scheme 10 . 




5,MeOH, heat 




DESCRIPTION OF THE SPECIFIC EMBODIMENTS 

5 Abbreviations used in the examples are defined as follows: "1 x" for once, 

"2 x" for twice, "3 x" for thrice, "rt" for room temperature, "eq" for equivalent or 
equivalents, "g" for gram or grams, "mg" for milligram or milligrams, "mL" for 
milliliter or milliliters, "M" for molar, N for normal, "mmol" for millimole or 
millimoles, "min" for minute or minutes, "h" for hour or hours, "MS" for mass 

10 spectrometry, "ESI" for electrospray ionization, "NMR" for nuclear magnetic 
resonance spectroscopy, "*H" for proton, "8" for delta, "s" for singlet, "d" for 
doublet, "t" for triplet, "q" for quartet, "m" for multiplet, "br" for broad, "Hz" for 
hertz, "HPLC" for high pressure liquid chromatography, "ELSD" for evaporative 
light scattering detector, "tic" for thin layer chromatography, "v/v" for volume to 

15 volume ratio, "atm" for atmosphere, "psi" for pounds per square inch, "a", "(5", 
"R", and "S" are stereochemical designations familiar to one skilled in the art. 
DMF is N,N-dimethylformamide, THF is tetrahydrofuran. Temperatures are 
expressed in degrees Celsius. 
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The majority of the final compounds were purified by reverse phase 
chromatography using a preparative C-18 column employing gradients of 
methanol - water containing 0.1% of trifluoroacetic acid (TFA), and using a 
Shimadzu High Perfomance Liquid Preparative Chromatographic System 
5 employing an XTERRA 3.0 x 50 mm S7 column at 5 mL/min flow rate with a 2 
min gradient. The final compounds were usually isolated and submitted for 
biological evaluations as their acid addition salts with trifluoroacetic acid. 
Molecular weights and purities were usually determined using a Shimadzu 
LCMS. NMR spectra were usually obtained on either a Broker 500 or 300 MHz 
10 instrument. 



INTERMEDIATE 3 
4-(Cyclohexylamino)-3-nitrobenzonitrile(3). 

A solution of 4-chIoro-3-nitrobenzonitrile (5.28 g, 28.9 mmol), 
cyclohexylamine (5.0 mL, 43.7 mmol), and triethylamine (6.0 mL, 43.0 mL) in 
acetonitrile (75 mL) was stirred at 50 °C for 15 h. The reaction mixture was 
cooled to it and then poured into 100 mL ice water. The solid precipitate was 
filtered, washed with water, and dried to afford compound 3 as a yellow solid 
(6.42 g, 90%). ESI-MS m/e 246.3 (M+l). 
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25 



INTERMEDIATE 4 
3-Amino-4-(cyclohexylamino)benzonitrile(4). 

A solution of compound 3 (1.23 g, 5.01 mmol) in ethyl acetate (30 mL) 
and methanol (10 mL) was hydrogenated over 10% palladium on carbon (0. 1 1 g) 
at 20 psi for 1 h. The reaction mixture was filtered and concentrated on a rotary 
evaporator to give compound 4 (1.07 g, 99%) as a red-brown solid. ESI-MS m/e 
216.3 (M+l). 



INTERMEDIATE 6 

2-[4.Hydroxyphenyl].l.cyclohexy]-l//.benzimidazole.5-carbonitrile(6) 

A solution of ethyl 4-hydroxybenzimidate hydrochloride (5, 1.26g, 
6.7mmol) and compound 4 (1.5 g, 5.0 mmol) in methanol (10 mL) was refluxed 
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overnight under a nitrogen atmosphere. The reaction mixture was cooled to rt, 
filtered, and washed with methanol to afford 6 as a pinkish brown solid (1.26 g, 
68%). ESI-MS m/e 372.1 (M+l). 

5 INTERMEDIATE 8 

2-[4-(Diphenylmethoxy)phenyl]-l-cycIohexyI- 
l//-benzimidazole -5-carbonitrile (8) 

A 60% dispersion of sodium hydride in mineral oil (50 mg, 1.25 mmol) 
was added in a single portion to a stirred mixture of compound 6 in DMF (3.5 

10 mL). When the rapid evolution of hydrogen had ceased, the mixture was cooled 
in an ice-water bath. Diphenylmethyl bromide (297 mg, 1.2 mmol) was added. 
The mixture was stirred at an oil bath temperature of 55 °C for 30 min. The 
mixture was cooled and poured into cold water to precipitate a solid. The solid 
was dried and crystallized from ethyl acetate-hexanes to afford 8 as off white 

15 needles. ESI-MS m/e 484 (M+l). 

EXAMPLE 1 

2-[4-(Diphenylmethoxy)phenyl]-l-cycIohexyl-5-(l//-tetrazoI-5-yl)-l//- 

benzimidazole (9) 

20 Aluminum trichloride (33 mg, 0.247 mmol) was added to ice cold THF (4 

mL). Sodium azide (48 mg, 0.744 mmol) was added and the resulting mixture 
was stirred under reflux for 30 min to complete the formation of the aluminum 
azide. Compound 8 (100 mg, 0.206 mmol) was added and the mixture stirred 
under reflux for 18 h. The reaction mixture was poured into ice cold dilute HC1 to 

25 precipitate a solid. The solid was dissolved in DMF (2 mL) and the solution 
applied to a Shimadzu Prep HPLC. The product containing fractions were 
combined. Removal of the methanol resulted in the precipitation of 9 as a 
colorless solid (22.3 mg, 20.6% yield). ESI-MS m/e 527 (M=l). 1 H NMR 
(DMSO) 8 8.33 (s, 1H), 8.20 (d, 1H, J=8.6Hz), 8.0 (1H, d, J=7.41Hz), 7.63 (d, 

30 2H, J=8.7Hz), 7.55 (d, 4H, J=7.2Hz), 7.41-7.37 (m, 4H), 7.34-7.26 (m, 4H). 6.72 
(s, 1H), 4.34-4.27 (m, lH),2.36-2.23 (m, 2H), 1.97-1.83 (m, 4H), 1.66-1.62 (m, 
1H), 1.43-1.21 (m. 3H). 



WO 03/026587 



-35- 



PCT/US02/30989 



10 



15 



20 



INTERMEDIATE 10 
4-(BenzyIoxy)benzoyl Chloride (10) 

A solution of 4-benzyIoxybenzoic acid (2.50 g, 11.0 ramol) and thionyl 
chloride (1.2 mL, 16 mmol) in benzene (35 mL) was refluxed for 3 h under an 
argon atmosphere. The reaction mixture was cooled to rt and concentrated on a 
rotary evaporator. The residue was re-evaporated with benzene (2x) to afford the 
acid chloride as a white solid. 

INTERMEDIATE 11 

4-(Benzyloxy)-N-[5.cyano-2-(cycIohexylaniino)phenyI]benzaiiiide(ll) 

A solution of the acid chloride of 4-benzyloxybenzoic acid (2.56 g, 10.4 
mmol) in dichloromethane (30 mL) and dimethylformamide (5 mL) was added 
dropwise to a solution of compound 4 (2.23 g, 10.4 mmol) and triethylamine (2.4 
mL, 17.2 mmol) in dichloromethane (15 mL). After 1.5 h, 4- 
dimethylaminopyridine (0.12 g) was added. The reaction was stirred at rt for 18 h 
and then heated to 45 °C for 4 h. The reaction was cooled to rt and then extracted 
with 1 N KHS0 4 (lx) and brine (lx). The organic layer was dried (MgS0 4 ) and 
concentrated on a rotary evaporator. The residue was purified by column 
chromatography (silica gel, 10-20% ethyl acetate/hexanes (v/v)) to afford 
compound 11 as a slightly purple solid (2.08 g, 47%). ESI-MS m/e 426.3 (M+l). 



INTERMEDIATE 12 

2-[4-(Benzyloxy)pheny]]4-cyclohexyI-lH.benzimidazoIe-5.carbonitriIe(12) 

A solution of compound 11 (2.08 g, 4.89 mmol) in acetic acid (15 mL) 
25 was refluxed for 4.5 h. The reaction mixture was cooled to rt and concentrated on 
a rotary evaporator. The residue was dissolved in ethyl acetate and washed with 
saturated NaHC0 3 (2x) and water (lx). The organic layer was dried (MgS0 4 ) and 
concentrated on a rotary evaporator. The residue was recrystallized from 
hexane/ethyl acetate to give compound 12 as a tan solid (1.8 g, 90%). ESI-MS 
30 m/e 408.3 (M+l). 
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EXAMPLE 2 

2-[4-(Benzyloxy)phenyI]-l-cycIohexyl-5-(lW-tetrazol-5-yl)- 
l//-benzimidazole (13) 
A suspension of compound 12 (0.041 g, 0.10 mmol) and trimethyltin 
5 azide (0.023 g, 0. 1 1 mmol) in toluene (2 mL) was refluxed for 15 h. The reaction 
mixture was allowed to stand at it for 48 h. The resulting suspension was filtered 
and washed with toluene (2x). The solid was treated with hydrogen chloride (4 M 
in dioxane, several mL) for 4 h at rt. The reaction mixture was concentrated on a 
rotary evaporator.The residue was purified by reverse phase HPLC (C18 column, 
10 water/acetonitrile gradient containing 0.05% trifluoroacetic acid) to afford 13 as a 
white solid (0.009 g, 20%). ! H NMR (CDC1 3 ) 5 8.22 (br s, 1H), 8.05 (br m, 1H), 
7.82 (br m, 3H), 7.52-7.38 (m, 5H), 7.30 (br m, 2H), 5.23 (s, 2H), 4.53 (br m, 
1H), 2.27 (br m, 4H), 2.06 (br m, 2H), 1.84 (br m, 1H), 1.40 (br m, 3H); ESI-MS 
m/e 451.3 (M+l); HPLC purity (ELSD) >95%. 

15 

INTERMEDIATE 14 
4 , -Chloro-2-methyl-l,l , -biphenyl-4-yI)methyl ether 

(2 Steps) 

(Step 1) A solution of 4-bromo-3-methylanisole (6.48 g, 32.2 mmol), 4- 
20 chlorophenyl-boronic acid (6.02 g, 38.5 mmol), tri-o-tolyl phosphine (0.98 g, 3.2 
mmol), and NaHC0 3 (1 1.0 g, 130.9 mmol) in ethylene glycol dimethyl ether (100 
mL) and water (33 mL) was degassed with a stream of nitrogen for 20 min. 
Palladium (II) acetate (0.361 g, 1.6 mmol) was added under a nitrogen 
atmosphere. The reaction mixture was heated at 90 °C for 2 h. The mixture was 
25 cooled to rt, and the organic layer was washed with water (lx), brine (lx), dried 
(MgS0 4 ) and concentrated on a rotary evaporator. The residue was suspended in 
hexane and filtered. The filtrate was concentrated and purified by column 
chromatography (silica gel, eluting with hexanes, followed by 10% ethyl 
acetate/hexane (v/v) to give the product as a clear oil (5.2 g, 70%). ESI-MS m/e 
30 233.1 (M+l). 
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2-(Bromomethyl).4'.ch]oro-4-methoxy.l,l '-biphenyl (14) 

(Step 2) A solution of the previous product(5.2 g, 22.3 mmol), N- 
bromosuccinimide (4.12 g, 23.1 mmol), AIBN (0.183 g, 1.11 mmol) in carbon 
tetrachloride (100 mL) was refluxed for 1 h. The mixture was cooled to rt, filtered 
through a silica plug and concentrated on a rotary evaporator. The residue was 
dissolved in hexane and cooled in an ice bath. The white crystals were filtered to 
give 14 (3.6 g, 52%). ESI-MS m/e 311.1(M+1). 



10 



15 



INTERMEDIATE 15 

2-{4.[(4^Chloro.4.methoxy-14^bi P henyl-2-yl)methoxy] P henyI}.l- 
cyclohexyI-l^.benzimidazole-5^arbonitriIe(15) 

A suspension of compound 6 (0.330 g, 1.04 mmol) in DMF (2.4 mL) and 
cesium carbonate (339 mg, 1.04 mmol) was heated at 40 °C until almost clear. 
Compound 14 (356 mg, 1.14 mmol) was added in portions. The reaction mixture 
was stirred at rt for 18 h. The mixture was concentrated on a rotary evaporator. 
The residue was washed with water and collected by filtration. This material was 
purified by column chromatography (silica gel, 50% to 100% hexane/ethyl 
acetate (v/v) to give compound 15 (0.55 g, 100% yield). ESI-MS m/e 548 (M=l). 

20 EXAMPLE 3 

2-{4-[^ChlonHl. m e^ 

cyclohexyl-S-d^.tetrazol-S-yD-m-benzimidazoIedg) 

Compound 15 (0.110 g, 0.20 mmol) was converted to compound 16 
(0.012 g, 10%) by the same method used in example 2. 'H NMR (CDC1 3 ) 8 8 18 
(br s, IH), 7.98 (d, 2H, J = 8.7 Hz ), 7.67 (d, 2H, /= 8.8 Hz ), 7.36-7.18 (m, 7H) 
7.11 (d, IH, / = 2.6 Hz ), 6.92 (dd, IH, 7 = 2.9, 8.5 Hz ), 6.81 (d, 2H, 7= 8.4 Hz 
X 4.85 (s, 2H), 4.25 (br m, IH), 3.38 (s, 3H), 2.28 (br m, 4H), 2.05 (br m, 2H), 
1.80 (brm, IH), 1.35 (br m, 3H); ESI-MS m/e 591.2 (M+l); HPLC purity (UV) 
>95%. 



25 
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INTERMEDIATE 20 
2-[4-(te^Butyldimethylsilyoxy)phenylH^ 

carbonitrile (20) 

Imidazole (2.72 g, 0.040 mol) and terT-butyldimethylchloro silane (2.89 g, 
5 192 mmol) were added to a stirred solution of compound 6 (5. 1 g, 16 mmol) in 
DMF (10 mL). Stirring was continued for 15 h at 100 °C. Upon cooling 20 
crystallized. The crystals were collected and washed with ethyl acetate followed 
by water. The yield of 20 (after drying) was 4.70 g (62%). 

10 INTERMEDIATE (21) 

2-[4-(te/t-Butyldimethylsilyoxy)phenyI]-l<yclohexyl-5-(l^-tetrazol-5-yl)- 

l//-benzimidazole (21) 

Trimethylaluminum (20 mL of a 2.0 M solution in toluene, 0.040 mol) 
was added to a dry flask. Azidotrimethylsilane (5.3 mL, 0.040 mol) and 

15 compound 20 were added. The solution was stirred for 18 h at an oil bath 

temperature of 95 °C. The solution was cooled and poured into a mixture of ethyl 
acetate and ice. The mixture was carefully acidified with dilute hydrochloric acid 
(caution-done in hood, hydrazoic acid liberated) to precipitate compound 21. The 
compound was crystallized from ethyl acetate - hexanes to afford 21 as a pinkish 

20 solid (4.13 g, 87%). 

INTERMEDIATE 22 
2-[4-HydroxyphenylH-cyclohexyI-5-^ 

benzimidazole (22) 

25 Trityl chloride (4.57 g, 0.0164 mol) and N,N-diisopropylethylamine (2.42 

g, 0.0187 mol) were added to a stirred mixture of compound 21 (7.4 g, 0.0156 
mol) in DMF (36 mL). The mixture was stirred for 18 h at an oil bath temperature 
of 70 °C. The mixture was cooled and poured into a mixture of ethyl acetate and 
water to precipitate the fully protected benzimidazole, 2-[4-(terf- 

30 butyldimethylsilyoxy)phenyI]-lK:yclo^^ 

benzimidazole. The solid was collected, washed with cold water and dried to 
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afford the protected benzimidazole as a colorless solid (9.1 g, 81% yield). ESI- 
MS m/e 717 (M+l). HPLC purity (uv) 94%. 

An additional 770 mg was obtained from the ethyl acetate layer after 
concentration on a rotary evaporator. 

A 1M solution of tetrabutyl ammonium fluoride in THF (34 mL, 0.034 
mol) was added in one portion to stirred mixture of the fully protected 
benzimdazole (9.8 g, 0.0137 mol) in THF (100 mL). The mixture was stirred at it 
for 40 min when acetic acid (2.0 mL) was added. Stirring was continued for an 
additional 5 min. The mixture was poured into ethyl acetate-water. The organic 
layer was washed (water, dilute sodium bicarbonate, and brine) and partially 
concentrated on a rotary evaporator. Diethyl ether was added to the resulting 
stony to fully precipitate 22 as a pinkish solid (8.2 g, 100% yield). ESI-MS M/e 
603 (M+l). 



15 Methyl 4-bromo-3-(bromomethyl)benzoate 

A stirred mixture of methyl 4-bromo-3-methylbenzoate (25.0 g, 0.109 
mol) in carbon tetrachloride (250 mL) was warmed to near boiling when N- 
bromosuccinimide 21.4 g, 0.12 mol) and 2,2'-azobisisobutyronitrile (250 mg) 
were added. The mixture was stirred under reflux for 18 h, during which time it 
20 was irradiated with a 200W light bulb. The mixture was cooled and filterdto 
remove the succinimde. Partial concentration on a rotating evaporator resulted in 
crystallization of the methyl ester (18.4 g, 73.7% yield). 'H NMR (CDCI3 )8 8.10 
(s, 1H), 7.81(d, 1H, /=8Hz), 7.64 (d, lIL/=8Hz), 4.61 (s, 2H),3.95 (s, 3H). 

25 tert-Butyl 4-bromo-3-(bromomethyl)benzoate 

A suspension of 4-bromo-3-methylbenzoic acid (lOg, 46.5 mmol) was 
heated to 80 °C and /V,/V-dimethyIformamide di-te/t-butyl acetal (44.6 mL, 186.0 
mmol) was added dropwise over 30 minutes under a nitrogen atmosphere; stirring 
was continued at this temperature for 1.5 h. The reaction mixture was allowed to 
30 cool and then washed with water (lx), saturated NaHC0 3 (lx), and brine (lx). 
The organic layer was dried (Na 2 S0 4 ) and concentrated to afford tert-Butyl 4- 
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bromo-3-methylbenzoate (as an off-white oil (8.8 g, 70%). ESI-MS m/e 311.9 
(M+CH3CN+I). 

A stirred mixture of rerf-butyl 4-bromo-3-methylbenzoate (25.0 g, 0.116 
mol) in carbon tetrachloride (250 mL) was heated to near boiling when N- 
5 bromosuccinimide (18.34 g, 0.103 mol) and 2,2'-azobisisobutyronitrile (358 mg) 
were added. The mixture was stirred under reflux for 18 h. The succinimide was 
removed by filtration and the filtrate concentrated on a rotary evaporator. The 
residue was chromatographed on silicic acid (300 g), using the flash technique 
and eluting with hexanes to afford the product as a pale yellow oil (25.4 g, 77% 
10 yield) which eventually crystallized. 1 H NMR (CDCI3) 5 8.03 (s, 1H), 7.73 
(d,lH, J=8Hz), 7.61 (d, 1H, 7=8Hz), 7.25 (s, 1H), 4.61 (s, 2H), 1.599 (s,9H). 

INTERMEDIATE 23 
(R = methyl) 

1 5 Methyl 4-Bromo-3.[[4-[l-cyclohexyI-5-(triphenylmethyl)-2//-tetrazol-5-yl]l. 
i/-benzimidazol-2-yl]phenoxy]methyl]benzoate 

A mixture of compound 22 (400 mg, 0.68 mmol) and potassium carbonate 
(282 mg, 2.04 mmol) in DMF (10 mL) was stirred at rt for 10 min. Methyl 4- 
bromo-3-(bromomethyl)benzoate (230 mg, 0.75 mmol) was added and stirring 

20 was continued for 18 h at 80 °C The mixture was poured into ethyl acetate- water. 
The aqueous layer was re-extracted with ethyl acetate. The organic layers were 
combined and washed (water, brine) and dried over sodium sulfate. The solution 
was concentrated on a rotary evaporator. The residue was purified by flash 
chromatography on silicic acid and eluting with hexanes-ethyl acetate to afford 

25 23 (R = methyl) as a colorless oil (400 mg, 71% yield) which eventually 

crystallized. ESI-MS m/e 83 (M+l) ! H NMR (CDCb ) 5 8.55 (s, 1H), 8.25 (s, 
1H), 8.05 (d, 1H, 7=8Hz), 7.86 (d, 1H, 7=8Hz), 7.68 (d, 2H, 7=8.5Hz), 7.61 (d, 
2H, 7=8.5Hz), 7.33 (m, 10H), 7.18 (m, 6H), 7.15 (s, 1H), 5.22 (s, 2H), 4.38 (m, 
1H), 3.91 (s, 3H), 2.30 (m, 2H), 1.95 (m, 4H), 1.75 (m, 2H), 1.34 (m, 3H). 
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INTERMEDIATE 23 
(R = tert-butyl) 

4-Bromo.3.[[4-[l.cyclohexyI-5.(tripheny!methyl)-2H-tetrazol^^^ 
ben2imidazol-2-yl]phenoxy]methyl]-benzoic acid 1,1- 
' dimethylethyl ester (23) 

A mixture of compound 22 (2.04 g, 3.88 mmol) and cesium carbonate 
(1.38 g, 4.23 mmol) in DMF (20 mL) was stirred at rt for 10 min. fm-Butyl 4- 
bromo-3-(bromometh y l)benzoate (1.24 g, 3.55 mmol) was added and stirring 
continued for 18 h at rt. The mixture was poured into ethyl acetate-cold water. 
The organic layer was washed (water, brine), dried (MgS0 4 ), and concentrated on 
a rotary evaporator. The residue was crystallized from ethyl acetate-hexanes to 
afford 23 (R = tert-butyl) (2.3 g, 78% yield). ESI-MS m/e 872 (M+l). 

INTERMEDIATE 25 

3-[[4.[l-Cyclohexyl.5-[2-(triphenylmethyl)-2ff-tetrazol-S-yl]. 
l^benzimidazol-2-y^^ 

1,1-dimethylethyl ester (25) 
A solution of compound 23 (215 mg, 0.25 mmol) and pyrimidine-5- 
boronic acid (24, 37 mg, 0.29 mmol) in dimethoxyethane (3.5 mL) was degassed 
at rt with a stream of nitrogen. Tetrakis(triphenylphos P hine)palladium(0) (29 mg, 
0.025 mmol) was added, followed by a degassed solution of potassium 
phosphate(3l5 mg, 1.48 mmol) in water (0.22 mL). The contents of the sealed 
vial were shaken at 90 °C for 18 h on an Innova platform shaker mounted with a 
Thermolyne Dri-Bath heater. The vial was cooled and the contents poured into a 
mixture of methylene chloride and water. The organic layer was washed 2X with 
water followed by brine. The organic layer was dried over sodium sulfate and 
crude 25 isolated as a froth after concentration on a rotating evaporator. 
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EXAMPLE 4 

34[4-[l-Cyclohexy|.5-(lif-tetimoI-5.yI)-lH-ben2imidazol-2. 
yl]phenoxy]methyl]-4-(5-pyrimidinyl)benzoic acid (26, R=H) 
A solution of 4N hydrochloric acid in dioxane (1.5 mL) was added to a 
5 vial containing crude 25 (40 mg). The mixture was sonicated for 2 h. Dilution 
with diethyl ether precipitated crude 26 (30 mg) which was collected, washed 
with ether and dried. A solution of 26 in DMF was purified by preparative HPLC 
to afford 26 as an acid addition salt with trifluoroacetic acid (1.9 mg, 6.6% yield). 
ESI-MS m/e573 (M+l). Purity 98%(uv) by HPLC 

10 

INTERMEDIATE 29 
Resin bound 4-Hydroxy-2-methoxybenzaIdehyde (29) 
A solution of 4-hydroxy-2-methoxybenzaldehyde (45.6 g, 0.30 mol) in 
DMF (70 mL) was added dropwise to a cooled ice/water bath and stirred mixture 

15 of 95% sodium hydride (7.58 g, 0.03 mol) in DMF (200 mL). After the vigorous 
evolution of hydrogen had subsided, a catalytic amount (60 mg) of 
tetrabutylammonium iodide was added followed by Merrifield resin (60 g of 100- 
200 mesh containing 1.25 mmol/g). The cooling bath was removed and stirring 
continued at an oil bath temperature of 65 °C for 15 min when the reaction 

20 mixture set solid. It was diluted with additional DMF (250 mL) and stirring 

continued for an additional 20 h. The mixture was cooled and the solid collected 
and washed sequentially with DMF (2x100 mL), water(3xl50 mL), 
DMF:water(l:l, 2x100 mL), DMF(2xlOO mL), methanol (3x100 mL), methylene 
chloride (2x100 mL), and methanol (3x100 mL). The bound aldehyde was dried 

25 over phosphorous pentoxide for 24 hr at 0.1 mm to afford 68.5 g of 29 (100% 
yield) with a loading of about 1.24 mmol/g. 



INTERMEDIATE 30 
Resin bound 4-Hydroxy-2-methoxybenzyl alcohol (30) 
30 Sodium borohydride (10.0 g, 0.26 mol) was added to a mixture of 

compound 29 (35 g, 0.044 mol) in 250 mL of a 1:1 mixture of THF and 95% 
ethyl alcohol. The mixture was shaken for 18 h at rt. The resin was washed 
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sequentially with DMF (100 mL), water (100 mL), DMF (100 mL), methanol 
(100 mL), and methylene chloride (100 mL). This latter washing sequence was 
repeated (3X). The resin was dried in vacuo to afford 30 as a colorless solid (33.9 
g), with an approximate loading of 1.25 mmol/g. An IR spectrium of 30 was 
5 negative for an aldehyde carbonyl peak. 



INTERMEDIATE 31 
Resin bound W^Butyldime^ 

tetrazoI-5-ylMtf.benzimidazole (31) 
Compound 21 (4.13 g, 8.7 mmol), diisopropylazodicarboxylate (2.07 mL, 
10.5 mmol) and triphenylphosphine (2.75 g, 10.5 mmol) were added to a 
suspension of resin 30 (2.8 g, 3.5 mmol) in a 1:1 mixture of THF and methylene 
chloride (50 mL) at 0 °C. The mixture was allowed to reach rt, and was shaken 
for 18 h and filtered. The resin was washed successively with DMF (2x50 mL) 
1.1 DMF-water (50 mL), DMF (2x50 mL), methanol (3x50 mL), and methylene 
chloride (3x50 mL). The resin was dried in vacuo to afford 2.65 g of 31. 

INTERMEDIATE 32 
Resin bound 2- [4-hydroxyphenyl].l-cycIohexyl.5.(2ff-tetra 2 oI-5.yl) 
-lff-benzimidazole (32) 
Compound 31 (2.65 g, 3.3 mmol) was added to tetrabutylammonium 
fluoride (17.5 mL of a 1.0 N solution in THF, 17.5 mmol) at rt. The suspension 
was shaken for 66 h and was filtered. The resin was washed and dried as 
described in the preceding experiment to afford resin bound 2-[4- 
hydroxyphenyl]-l-cyc^^ 

EXAMPLES 

l-CycIohex y l-2-[4-[5-(2.methoxyphenyl).l A4 . 0 xadiazol-3- 
ylmethoxyJphenylJ.S-fl^tetrazoI-S-yl]. 1/^benzimidazole (34) 
Compound 32 (50 mg, 0.06 mmol) 3-chloromethyI-5-(2-methoxyphenyl)- 
1,2,4-oxadiazole (67 mg, 0.30 mmol), and l,8-diazabicyclo[5.4.0]undec-7-ene 
(DBU, 46 mg, 0.3 mmol) were added to DMF (1.0 mL) in a fritted vial. The vial 
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was shaken at rt for 18 h in a Bodan MiniBlock™ II reactor. The resin was 
filtered and washed successively with DMF (1 mL), water (1 mL), DMF (2x1 
mL), methyl alcohol (3x1 mL), and methylene chloride (3x1 mL). The vial was 
recharged with ImL of TFA:methylene chloride (95:5) and was shaken for 18 h 
5 at rt. The contents of the vial were filtered and the filtrate concentrated to dryness 
using a Speed Vac® Plus. The residue was dissolved in DMF and the solution 
purified by preparative HPLC to afford 34 as a salt with TFA (0.7 mg, 1.8% 
yield). 

10 INTERMEDIATE 36 

Resin bound 2-[4-(/ert-Butyldimethylsilyoxy)phenyl]-l-cyclohexyl-5-(l^- 
tetrazol-5-yl)-l//-benzimidazole (36) 
The chlorotrityl resin (2.5 g of 200-400 mesh containing 1.14 mmol/g) 
was added to dry methylene chloride(25 mL) in a resin flask and under argon. 
15 Diisopropylethylamine (1.47 g, 0.01 15 mol) and compound 21 (5.41 g, 0.01 14 
mol) were added. The mixture was shaken for 4 h. The resin was collected and 
successively washed with methylene chloride (3x50 mL), methanol (2x50 mL), 
and methylene chloride (2x50 mL). The resin was collected and dried to afford 36 
(4.8 g). 

20 

INTERMEDIATE 37 
Resin bound l-Cyclohexyl-2-[4-[5-(2-methoxyphenyl)-l,2,4- 
oxadiazol-3-yImethoxy]phenyl]-5-[2//-tetrazoI-5yl]-li/-benzimidazoIe (37) 
The protected tetrazole 36 (4.8 g) was suspended in THF (70 mL). A 
25 solution of TB AF (28 mL of 1 .0 N, ca 5 eq) was added and the mixture shaken 
for 5 h at rt. The resin was collected and washed successively with THF (70 mL), 
methylene chloride (2x70 mL), methanol (2x70 mL), and methylene chloride 
(2x70 mL). The resin was collected and dried to afford the desilylated 
intermediate (3.8 g). 
30 The desilylated resin (100 mg, 0. 12 mmol), 3-chloromethyl-5-(2- 

methoxyphenyl)-l,2,4-oxadiazole (81 mg, 0.36 mmol), potassium carbonate (50 
mg, 0.27 mmol), and sodium iodide (18 mg, 0.12 mmol) were added to a vial 
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containing DMF (1.0 mL). The mixture was shaken at 75 °C for 18 h. The resin 
was collected and was washed successively with DMF (2x2 mL), DMF-70% 
water (2x2 mL), DMF (2 mL), methanol (2 mL), and methylene chloride (2x2 
^ mL). The resin was dried to afford 37 which was directly cleaved to afford 34. 

l-Cycohexyl-M^lS-t^methoxyphenyD-l^oxadiazol-S- 
ylmethox y ]phenyl]-5.[ff.tetrazol.5yj]. 1/^benzimidazole (34) 
(alternate route to example 5) 
Compound 37 from the preceding experiment was added to 2.0 mL of 
» methylene chloride:TFA:triisopropyl S ilane (6:2:0.5). The mixture was shaken at 
rt for 20 min and was filtered. The resin was washed with methylene chloride 
(2x2 mL). The washings and filtrate were combined and concentrated on a rotary 
evaporator to afford 34 as a TFA salt (56 mg, 70% yield). ESI MS m/e 549 
(M+l). The product was identical to that described in Example 5. 

INTERMEDIATE 39 
3-[[4-[l-CyclohexyI.5.^ 
benzimidazole-2-y^^ benmk ^ 

methyl ester (39) 
A mixture of compound 23 (500 mg, 0.60 mmol) and 2-acetyl-5- 
thiopheneboronic acid (112 mg, 0.66 mmol) in dimethoxyethane (4 mL) was 
degassed for 15 min with a gentle stream of nitrogen. 
Tetrakis(tri P henylphosphine)palladium(0) (69 mg, 0.06 mmol) and a degassed 
solution of potassium phosphate (1 g, 4.7 mmol) in water (0.7 mL) were added 
The mixture was stirred for 18 h at 80 °C and concentrated. The residue was 
extracted with ethyl acetate and filtered. The filtrate was reconcentrated and the 
re s,due chromatographed on silicic acid (14 g) using the flash technique and 
eluting with mixtures of ethyl acetate and hexanes (1:4) to afford 39 (173 mg 
33% yield). ESI MS m/e 876 (M+l) 
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INTERMEDIATED 
3.[[4-[l-Cyclohexyl-5^2.(triphenyImethyl)-2H-teti^l-5-yl]-l//- 
benzimidazole-2-yl]phenoxymethyl]-4-(5-acetyl-2-thienyI) benzoic acid (40) 

A mixture of compound 39 (169 mg, 0.19 mmol) and lithium hydroxide 
5 (23 mg, 0.97 mmol) in water (1 mL), ethanol (2 mL), and THF (2 mL) was stirred 
under reflux for 3 h and cooled and acidified with dilute hydrochloric acid to 
precipitate 40 which was dried in vacuo to afford 147 mg (90% yield). ESI MS 
m/e 862 (M+l) 

10 EXAMPLE 6 

tert- Butyl N-[4-(5-acetylthien-2^ 

lff-benzimidazol-2-yl]phenoxy}methyl)benzoyl]glycinate (42) 
Compound 40 (23.2 mg, 0.027 mmol), tert-butyl glycinate (4.4 mg, 0.34 
mmol), N,N-diisopropylethylamine (14 mg, 0.11 mmol), and 2-[l#-benzotriazol- 

15 l-yl]-l,l,3,3,-tetramethyluronium tetrafluoroborate (TBTU, 1 1 mg, 0.034 mmol) 
were added to DMF (0.6 mL) in a fritted vial. The vial was sealed and shaken at 
rt for 2 h in a Bodan MiniBl II reactor Block™. The mixture was filtered and the 
residual solid was washed with methanol (3x0.3 mL). The combined filtrate and 
washings were concentrated to dryness using a Speed Vac® Plus. The residue was 

20 dissolved in methanol and the solution purified by preparative HPLC to afford 42 
as a TFA salt (6.0 mg, 26% yield). ESI MS m/e 732 (M+l). 

EXAMPLE 7 
N-[4-(5-Acetylthien-2-yI)-3-(^ 
25 benzimidazol-2-yI]phenoxy}methyI)benzoyl]gIycine (43) 

TFA:methylene chloride (0.6 mL of 1:1) was added to compound 42 (3.0 
mg, 0.0035 mmol) in a vial contained in a Bodan MiniBl II reactor Block™ The 
block was shaken for 30 min and the contents of the vial filtered. The vial was 
washed with methylene chloride (2x0.4 mL) and the combined filtrate and 
30 washings concentrated to dryness using a Speed Vac® Plus. The residue was 

dissolved in methanol and the solution purified by preparative HPLC to afford 43 
as a TFA salt (1.9 mg, 70% yield). ESI MS m/e 676 (M+l). 



WO 03/026587 



-47- 



PCT/US02/30989 



INTERMEDIATE 45 
Methyl 4-(cycIohexylamlno)-3-nitrobenzoate (45) 

A solution of methyl 4-chloro-3-nitrobenzoate (5.00 g, 23.2 mmol), 
cylohexylamine (3.98 mL, 34.8 mmol), and triethylamine (4.8 mL, 35 mmol) in 
5 acetonitrile (75 mL) was reluxed for 22 h under an argon atmosphere. The 
reaction mixture was concentrated to a volume of -20 mL and the precipitated 
solid was filtered. The filtrate was diluted with ethyl acetate and was washed with 
1M citric acid (lx) followed by saturated NaHC0 3 (lx). The organic layer was 
dried (MgS0 4 ) and concentrated on a rotary evaporator. The residue was purified 
10 by column chromatography (silica gel, 50-70% dichloromethane/hexanes (v/v)) 
to give compound 45 as a yellow solid (6.32 g, 98%). ESI-MS m/e 279.2 (M+l). 

INTERMEDIATE 46 
Methyl 3-amino-4-(cyclohexyIamino)benzoate (46) 

A solution of compound 45 (2.03 g, 7.29 mmol) in a mixture of methanol 
(25 mL) and ethyl acetate (25 mL) was hydrogenated over 10% palladium on 
carbon (0.20 g) at 25 psi for 15 h. The reaction mixture was filtered and 
concentrated to afford compound 46 as a crude grey-brown oil (1.99 g, 100%). 
ESI-MS m/e 249.3 (M+l). 



15 



20 



INTERMEDIATE 47 
Methyl 3-{[4-(benzyIoxy)benzoyl]amino}-4-(cyclohexylamino)benzoate (47) 
A solution of 4-benzyloxybenzoic acid (2.50 g, 1 1.0 mmol) and thionyl 
chloride (1.2 mL, 16 mmol) in benzene (35 mL) was refluxed for 3 h under an 
25 argon atmosphere. The reaction mixture was cooled to rt and concentrated on a 
rotary evaporator. The residue was coevaporated with benzene (2x) to afford the 
acid chloride as a white solid. A solution of the acid chloride (0.333 g, 1.35 
mmol) and compound 46 (0.275 g, 1.11 mmol) in dichloromethane (3 mL) was 
treated with triethylamine (0.22 mL) at rt. After 30 min, the reaction mixture was 
diluted with ethyl acetate and washed with 1 M KHS0 4 (lx), saturated NaHC0 3 
(lx), and brine (lx). The organic layer was dried (MgS0 4 ) and concentrated on a 
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rotary evaporator to afford compound 47 as a burgundy foam (0.558 g, 100%). 
ESI-MS m/fe 459.3 (M+l). 

INTERMEDIATE 48 
5 Methyl 2-[4-(benzyloxy)phenyl]-l-cycIohexyl-lH-benzimidazoIe- 

5-carboxylate (48) 
A solution of compound 47 (0.558 g, 1.11 mmol) in acetic acid (3 mL) 
was refluxed for 1 h and then stirred at 100 °C for 15 h. The reaction mixture was 
cooled to rt and concentrated on a rotary evaporator. The residue was 
10 coevaporated with toluene (lx) and then purified by column chromatography 

(silica gel, 8% acetone/toluene (v/v)) to give compound 48 as a white solid (0.234 
g, 53%). ESI-MS m/e 441.3 (M+l). 

INTERMEDIATE 49 
15 2-[4-(Benzyloxy)phenyI]4-cyclohexyI4ff-benzimidazole-5-carboxylic acid 

(49) 

A solution of compound 48 (0.514 g, 1.17 mmol) in tetrahydrofuran (5 
mL) and ethanol (5 mL) was treated with 4 M NaOH (5 mL). The reaction 
mixture was refluxed for 1 h, cooled to rt, and concentrated on a rotary 
20 evaporator. The residue was dissolved in a small amount of water and made 
acidic with concentrated hydrochloric acid. The solid precipitate was filtered, 
washed with water, and dried to afford 49 as a white solid (0.52 g, 100%). ESI- 
MS m/e 427.3 (M+l). 

25 EXAMPLE 8 

({2-[4-(Benzyloxy)phenyl]-l-cyclohexyl-l//-benzimidazol-5- 
yl}carbonyl)benzenesulfonamide (55) 
A suspension of compound 49 (0.060 g, 0.14 mmol) and thionyl chloride 
(0.051 mL) in benzene (2 mL) was refluxed for 2 h under an argon atmosphere. 
30 The reaction mixture was cooled to rt and concentrated on a rotary evaporator. 
The residue was coevaporated with benzene (2x) to afford the acid chloride as a 
white solid (0.062 g, 100%). Sodium hydride (0.0101 g, 0.252 mmol, 60% 
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d»spers.on in oil was added to a solution of phenylsulfonamide (0.0425 g 0 270 
mmol) in dimethylformamide (1 mL) at rt under an argon atmosphere. After 1 h 
d 1C hloromethane was added (1 mL), followed by the acid chloride of 49 at 0 °C ' 
The reaction was warmed to rt. After 1 h, the reaction was diluted with 
5 dumloromethane and quenched with 1 N hydrochloric acid. The aqueous layer 
was washed with dichloromethane (3x). The combined organic layers were dried 
(MgS0 4 ) and concentrated on a rotary evaporator. The residue was purified by 
column chromatography (silica gel, 25% acetone/toluene (v/v)). This material 
was further purified by reverse phase HPLC (CIS column, water/acetonitrile 
gra dl ent containing 0.05% trifluoroacetic acid) to afford 55 as a white solid 

(0.0219g,54%).'HNMR(CDC,3) 58 .71(d,lH,.= UH 2 ),8.05(m,3H),782 
(d, 1H, /= 8.8 Hz), 7.69 (d, 2H, J = 9.1 Hz), 7.58 (m, 1H), 7.51-7.36 (m, 7H) 
7.21 (d, 2H, 8.8 Hz), 5,6 (s, 2H), 4.52 (m, 1H), 2.32 (br m, 2H), 2.01 (br m, 4H), 
1-80 (br m, 1H), 1.35 (br m, 3H); ESI-MS mfe 566.4 (M + l); HPLC purity 
15 (ELSD)>95%. 3 



20 



25 



30 



EXAMPLE 9 
A4m4.(Benzyloxv^^ 

yI}carbonyl)methanesulfonainide 

Methanesulfonamide (0.0188 g, 0.198 mmol), sodium hydride, and the 
acidchloride of 49(0.0083 g,0.019mmol) were reacted in dimethylformamide 
and d,chloromethane according to the procedure described for example 8 The 
crude material was purified by reverse phase HPLC (C18 column 
water/acetonitrile gradient containing 0.05% trifluoroacetic acid) to afford the 
product as a white solid (0.0055 g, 52%). 'H NMR (CDC1 3 ) 5 8.68 (s 1H) 8 17 
(d, 1H, J = 8.8 Hz), 7.91 (d, 1H, J = 8.8 Hz), 7.69 (d, 2H, J = 8.5 Hz)] 7.48-7 37 
On, 5H), 7.24 (d, 2H, 7 = 8.7 Hz), ,18 (s, 2H), 4.57 (m, 1H), 3.34 (s, 3H), 2,4 

^rm, 2H), 2.06 (brm,4H), 1.85 (brm,lH),1.39(brm,3H);ESI-MS^5043 
(M+l); HPLC purity (ELSD) >95%. 
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EXAMPLE 10 
3-{2-[4-(Benzyloxy)phen^ 

oxadiazol-5(4H)-one 

(Two steps) 

5 

2-[4-(Benzyloxy)phenyl]-l<yclohexyl-N , -hydroxy-lH-benzimidazole-5- 

carboximidamide 

(Step 1) Triethylamine (0.040 mL, 2.9 mmol) was added to 
hydroxylamine hydrochloride (0.212 g, 3.05 mmol) in dimethyl sulfoxide (1.5 

10 mL). The insoluble material was removed by filtration and washed with 

tetrahydrofuran (5 mL). The filtrate was concentrated on a rotary evaporator. To 
the resulting solution of hydroxylamine in dimethylsulfoxide was added nitrile 12 
(0.250 g, 0.61 mmol). The solution was heated to 75 °C for 16 h. The resulting 
suspension was diluted with water, extracted with ethyl acetate, and washed with 

15 IN hydrochloric acid. The aqueous layer was made basic with IN sodium 

hydroxide and extracted with ethyl acetate (2x). This ethyl acetate solution was 
washed with water (lx) and brine (lx), dried (MgSC>4) and concentrated on a 
rotary evaporator to afford the product as a white solid (0.197 g, 96%). ESI-MS 
mJe 441.3 (M+l). 

20 

3-{2-[4-(BenzyIoxy)phenyl]-l-cyclohexyl-lH-benzimidazol-5-yl}- 
l,2,4-oxadiazol-5(4H)-one 

(Step 2) Methylchloroformate (0.020 mL, 0.26 mmol) was added 
dropwise to a suspension of the preceding product (0.088 g, 0.2 mmol) and 

25 pyridine (0.020 mL, 0.25 mmol) in dimethylformamide (1 mL) at 0 °C. The 
resulting clear solution was stirred overnight at it. Water was added to the 
mixture and a precipitate was collected by filtration. The solid was refluxed in 
xylene for 3 hours, during which time the reaction became a clear solution, then 
formed a new precipitate. This material was filtered and washed with hexane, to 

30 afford the product as a white solid (0.038 g, 41%). ! H NMR (CD 3 OD) 5 8.06 (s, 
1H), 7.91 (d, 1H, 7 = 8.8 Hz), 7.78 (d, 1H, /= 8.4 Hz), 7.59 (d, 2H, 7= 8.8 Hz), 
7.49 (d, 2H, J = 7.7 Hz) 7.44-7.32 (m, 3H), 7.22 (d, 2H, J = 8.8 Hz), 5.21 (s, 2H), 
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«• 1H), 2.45-2.25 (m, 2H,, ,., 8 (m , 4H) , 1J8 (m 
MS ,* 467.3 <M + 1) ; HPLC purity (ELSD) 91%. 

EXAMPLE 11 

yI)-lH-benzimidazole 

™ony, eh.oride (0.0,0 mL, 0.14 mmoI) was ^ d 

bcnz^dazCe-S-carboxi^^de (0 . 025 g , „.„„ ^ 

lu Preparation) and pyridine (0020 ml nn 

0«r n, , • mm0l) tttt *y<h>f«ran (2 mL) at 

0 C. Theraau,^^ was ^ for3 „, and ^ £o ' 

evaporate. As s« ng materjal remajned , fc ^ 

-doe waa purified hy neverae phaae HPLC , C18 column , £J£ 

».d,„.0n g ,32%, 'HNMR(C D ,o D)58 , 2(d , IH , /= , 8H2) 

20 (m ' 3H>;Es, - Mwe487j(M+i ' ; ^^ 
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30 



INTERMEDIATE 56 
6-Ch]oro-5.nitromcotinicacid ^ 56 > 

« conh„ued f„ r 30 untn a« of the.ee had raelted Thea 
^anteextraetawera washed w it hhri„e<U ) ,dried(M^ ) ,^l nm t 
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on a rotary evaporator to afford intermediate 56 as a light brown solid (8.37 g, 
95%). ESI-MS m/e 405.3 (2M-1). 

INTERMEDIATE 57 
5 6-(Cyclohexylamino)-5-nitronicotinic acid (57) 

To a solution of intermediate 56 (10.1 g, 49.9 mmol) and triethylamine 
(14.6 mL, 125.0 mmol) in acetonitrile (130 mL) and DMSO (25 mL) was added 
cyclohexylamine (13.7 mL, 100 mmol). The reaction mixture was heated to 
reflux (90 °C) under a nitrogen atmosphere for 20 h. The reaction mixture was 
10 cooled to it and concentrated on a rotary evaporator and the residue was dissolved 
in 800 mL IN sodium hydroxide solution. This solution was washed with 
dichloromethane (3x 75 mL) and then made acidic (pH=5) with concentrated 
hydrochloric acid. The precipitated product was collected by vacuum filtration 
and washed sparingly with cold water to afford the HC1 salt of intermediate 57 as 
15 a yellow solid (9.8 g, 65%). ESI-MS m/e 266.2 (M+l ). 

INTERMEDIATE 58 
Methyl 6-(cycIohexylamino)-5-nitronicotinate (58) 
To a solution of intermediate 57 (9.7 g, 32.2 mmol) in methanol (400 mL) 
20 was added chlorotrimethylsilane (3 mL) to achieve pH=2. The reaction mixture 
was heated at strong reflux for 72 h, during which time the pH was monitored and 
more chlorotrimethylsilane added as necessary to maintain an acidic solution. The 
reaction mixture was allowed to cool and was then concentrated on a rotary 
evaporator. The residue was purified by column chromatography (silica gel, 7:2:1 
25 hexanes/dichloromethane/methanol) to afford the crude ester as a yellow solid 
(9.0 g, 89%). ESI-MS m/e 280.1 (M+l). 

A solution of the ester (9.0 g, 32.2 mmol) and 10% palladium on carbon 
(450 mg) in 1.3:1 ethyl acetate/methanol (220 mL) was placed on a PARR 
hydrogenation shaker under a hydrogen atmosphere at 55 p.s.i. for 2.5 h. After 
30 hydrogen uptake had ceased, the solution was filtered to remove the Pd/C and 
then concentrated on a rotary evaporator. The oily residue was dissolved in 
acetonitrile (10 mL) and a small amount of water (1-2 mL) was added to cause a 
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»■ — «. *. *«. M in . ^ jce/acetone bah 

^Placed on the , yophilizer ovenlight „ ^ 
(804 g, 100%). ESI-MS We 250.1 ( M+ i). 

INTERMEDIATE 59 

carboxylate (59) 
A solution of intermediate 58 (5.0 g, 20.0 mmol) and ethyl 4- 

hydroxybenzimidate hydrochloride (6(\ a ™ n ~ .x • 
10 u * a r, C (6 0g ' 30 0 mm °0«n methanol (67 mL) was 

10 T " ** 22 h - * — miatu, was then cooW to 

~ " «— * «- and washed sparing ^ 



15 



INTERMEDIATE 60 

^^^^^^ 

acid (2-cyano-ethyl).amide (60) 

A solution of Intermediate 59 CI S p d-i m n • 

• ■ U 3 ^ 4.3 mmol) m tetrahydrofuran C5 ml ^ 

-d ethano, (5 ^ was ^ with 4 M N aO„ (5 ^ m ^ 

-due was dtssoived in a s mal , an.onn, „, wattr Md made ^ ^ 
concentrated hydrochloric aHH tk^ o^r j 

dried « * „ . PreC,P " ate Was mttred ' ""I"* »d 

^•^ord,heacidasawM,e S o M( , 48 ,, 7% , ES , Ms ^ 33g 

^-*-id(,.4 8 ,4.15 mm „, ) , 1 . hydroxyben20ttazo ' 
mmol), sodium bicarbonate r62S m . -7 ai „ 

UL 4 OS n ^ ^^mylamine (332 

A . .98 tnmo,, were . M ^ of 

ommetbane (,2 naL,. To mis soMon waj ^ ^,3. 

w7^r (M5m64 - 98 ^ ,)u ^ ,he ^^*- 

etnyl acetate (75 mL) was added and the solids rr m ^A u 

T . me sollds rei "oved by vacuum filtration. 

me nitrate was washed with Oimhpi/i 

w,th 01 N HC1 (lx), saturated NaHC03 (lx), and brine 
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(lx). The organic phase was dried (Na 2 S04> and concentrated to afford the HC1 
salt of intermediate 60 as a white solid (1.4 g, 80%). ESI-MS m/e 390.1 (M+l). 

INTERMEDIATE 61 
5 2-[4-(tert-Butyl-dimethyl-site^ 

b]pyridine-6-carboxylic acid (2-cyano-ethyl)-amide (61) 

To a solution of intermediate 60 (1.5 g, 3.85 mmol) in dimethylformamide 
(5 mL) was added imidazole (0.917 g, 13.5 mmol) and te/t-butyldimethylsilyl 
chloride (0.870 g, 5.77 mmol). The reaction mixture was stirred at 35°C for 20 h, 
10 and then ethyl acetate (100 mL) was added. The resulting organic phase was 
washed with water (4 x 20 mL) and brine (lx) and then dried (Na 2 S0 4 ). After 
concentrating on a rotary evaporator the resulting residue was purified by column 
chromatography (silica gel, 1:1 hexanes/ethyl acetate - 3:7 hexanes/ethyl acetate) 
to afford intermediate 61 as a white solid (1.6 g, 83%). ESI-MS m/e 504.0 (M+l). 

15 

INTERMEDIATE 62 
3-(5-{2-[4-(tert-Butyl-dimethyl-sUanyloxy)-phenyl]-3-cycIohexyI-3H- 
imidazo[4^-b]pyridin-6-yl}-tetrazol-l-yl)-propionitrile (62) 
A solution of intermediate 61 (250 mg, 0.5 mmol), sodium azide (33 mg, 
20 0.5 mmol), and 2,6-lutidine (116 \xL y 1.0 mmol) in dichloromethane (3 mL) was 
cooled to 0 °C and trifluoromethanesulfonic anhydride (84 pL, 0.5 mmol) from a 
freshly opened ampule was added under a nitrogen atmosphere. The reaction 
mixture was allowed to warm up slowly to rt over 2 h and stirring continued for 
20 h at which point dichloromethane was added (25 mL). The resulting organic 
25 phase was washed with saturated NaHCC>3 (lx 20 mL), dried (Na 2 SC>4), and 
concentrated on a rotary evaporator. The foamy residue was purified by reverse 
phase HPLC (CI 8 column, water/acetonitrile gradient containing 0.05% 
trifluoroacetic acid) to afford intermediate 62 as a white solid (48 mg, 18%). ESI- 
MS m/e 529.1 (M+l). 
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INTERMEDIATE 63 

tetrazoM-yI}.pr 0 pionitrile (63) 

A solution of intermediate 62 (78 me 0 is mm«i . • . • , 
mT w ^ . J e u * mg ' 015 mmol) m glacial acetic acid (3 

atmMpherc . ahy , ^ w wm 
Phase washed w ith water (2x » ^ NaHCOj £~ 

afford ,3 as . white Mlid (54 m& ^ ^ ^ ^ « ^ 

INTERMEDIATE Oa 

(3 Steps) 

dichlonde) to afford te rt -buty| 4'-cvano 2 ™.h . , , . u- 
nwth y lene chloride (75 mL) at 0 °C was added TFA 175 mLl A ■ 

(S.e P 3) ftartfarfi,^,,,, 
methjlammeintetrahj-drofuraiinrmr <t ,> 
0.71 mL, 9.6 mmol) ,„ d, m ed, y , f(raamide (15 wffi 

^".^^^^^w-J.ir.L.ir 

w h ,cl,po,„ t d,e rca cdo^ xlureTOdiluttdwilhdicW ^ 
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washed with water (2xl5mL), saturated NaHC03 (2x15 mL), and brine (lx). The 
organic phase was then dried (Na 2 S04) and concentrated on a rotary evaporator. 
The crude material was purified by column chromatography (silica gel, 1:1 
dichloromethane/hexane to 100% dichloromethane) to obtain the amide 
5 intermediate, 2-methyl-4 , -cyano-N-methyl-l , l'-biphenyl-4-carboxamide, which 
was dissolved in dichloromethane (15 mL). N-bromosuccinimide (1.14 g, 6.4 
mmol) was added. The reaction mixture was irradiated with an ultraviolet light 
for 4 h under reflux and under a nitrogen atmosphere. The reaction mixture was 
concentrated with a rotary evaporator and the residue purified by reverse phase 
10 HPLC (C18 column, water/acetonitrile gradient containing 0.05% trifluoroacetic 
acid) to afford the titled compound as a white solid (210mg, 20% yield). ESI-MS 
m/e 329 A (M+ 1). 

EXAMPLE 12 

15 4^Cyano-2-{4-[3<yclohexyl-6-(lH-tetra^ 

2-yl]-phenoxymethyl}-biphenyl-4-carboxylic acid methylamide (64) 
Intermediate 63 (50 mg, 0.12 mmol) in dimethylformamide was reacted 
with 2-(bromomethyl)-4' -cyano-N-methyl- 1,1' -biphenyl-4-carboxamide (63a) 
(40 mg, 0.12 mmol), cesium carbonate (20 mg, 0.06 mmol) and the resulting 

20 suspension stirred under a nitrogen atmosphere at rt for 3h at which point ethyl 
acetate (30 mL) was added. The organic phase was washed with water (2x 25 
mL) and brine (lx), dried (Na 2 S0 4 ), and concentrated on a rotary evaporator. The 
resulting residue was dissolved in 10% methanolic sodium hydroxide (5 mL) and 
water (2 mL) was added. The resulting solution was stirred at rt under a nitrogen 

25 atmosphere for 30 minutes at which point 10% hydrochloric acid was added until 
pH=2. This solution was extracted with ethyl acetate, dried (Na2SC>4), and 
concentrated on a rotary evaporator and the residue purified by reverse phase 
HPLC (CI 8 column, water/acetonitrile gradient containing 0.05% trifluoroacetic 
acid) to afford the product as a white solid (6 mg, 7%). ! H NMR (CD 3 OD) 8 9.16 

30 (s, 1H), 8.7 (br s, 1H), 8.15 (d, 1H, 7= 1.46), 7.94 (dd, 1H, 7= 8.06, 1.83), 7.80 
(d, 2H, 7 = 8.42), 7.71 (br m, 2H), 7.65 (d, 2H, 7 = 8.06), 7.49 (d, 1H, 7= 8.06), 
7.17 (d, 2H, 6.59), 5.14 (s, 1H), 4.46 (br m, 1H), 2.96 (s, 3H), 2.83 (br m, 2H), 
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196 (br m , 4H), 1.75 (br m , 1H), 1.39 (br m, 3H); ESI-MS .* 610.24 (M+HV 
HPLC purity (ELSD) >95%. 

Using these methods examples 13 and 14 were prepared. 

5 EXAMPLE 13 

2-yl]-phenoxymethyl}.biphenyI-4-carboxyIic acid methylamide 

White solid (6 mg, 15%). 'H NMR (CD 3 OD) 5 9.17 (s, 1H), 8.67 (s 1H) 

813 ^ 1 H),7.90(dd > lH ) y=8.06 ) 1.46Hz),7.69(d,2H > y = 8.06),748(s Iffi 

183 (br m, 2H), 1.98 (br m, 4H), 1.75 (br m, 1H), 1 .4 (br m, 3H); ESI-MS^ 
619.2 (M+l); HPLC purity (ELSD) >95%. 



EXAMPLE 14 

Wh,.e solid (1 1 m g. ]4 %). ■„ (CDCIj) « 8 .84 (d , , Hi y = , 8 

3H); ESI-MS We 645.1 (M+l); HPLC purity (ELSD) >95%. 

INTERMEDIATE 66 
4.(€,cIohe )[ y| am i 110 ).3. n „ robeiKenesiiIfoirami(ie(6)f) 

AM W°"<>f4<Wo^3.„,^ b e n2cnesulfo „ amjde(549&232 
cyclohexvlatnine (4.00 ™L, 35.0 n— ft and triethyhndne (5.0 tni, 35 ^o,, i„ 
acetondrile (75 ni) was refluxe d ovenngh, under niaogen adnosphete The 

30 T ^ * ' N 2Cid <"> Md — « NaHCOj 

(lx). The organic layer was dried (MgSO<) and concentrated on a rotary 

evaporator. The residue was filter and washed with hexane ,o give ,he product 
as a yellow solid (6.34 g, 91%). ESI-MS m/e 300.1 (M+l). 



25 
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INTERMEDIATE 67 
3-amino-4-(cyclohexyIamino)benzenesulfonamide (67) 
A solution of intermediate 66 (2.56 g, 8.55 mmol) in a mixture of 
5 methanol (50 mL) and ethyl acetate (50 mL) was hydrogenated over 10% 

palladium on carbon (0.14 g) at 50 psi for 2.5 h. The reaction mixture was filtered 
and concentrated to afford the product as a crude purple-brown foam (2.45 g, 
100%). ESI-MS m/e 270.1 (M+l). 



10 INTERMEDIATE 68 

l-cyclohexyI-2-(4-(hydroxy)phenyI-lH-beiuimidazole-5-suIfonaiiiide (68) 

A solution of ethyl-4 hydroxy benzimidate hydrochloride (1.01 g, 5.0 
mmol) and intermediate 67 (1.5 g, 5.0 mmol) in methanol (10 mL) was refluxed 
overnight under a nitrogen atmosphere. The reaction mixture was cooled to rt and 
15 t solid was filtered and washed with methanol to afford the pinkish brown solid 
(1.26 g, 68%). ESI-MS m/e 372.1 (M+l). 



INTERMEDIATE 69 
2-[4-(Benzyloxy)phenyl]-l-cyclohexyl-lff-benzimidazole-5-sulfonamide (69) 

20 A suspension of intermediate 68 (0.556 g, 1.50 mmol) in N,N- 

dimethylformamide (4 mL) and cesium carbonate (0.487 g, 1.49 mmol) was 
heated at 40 °C until almost clear. Benzyl bromide (0.201 ml, 1.65 mmol) was 
added drop wise. The reaction mixture was stirred at rt overnight. The mixture 
was concentrated on a rotary evaporator. The residue was washed with water and 

25 filtered to give a white solid precipitate which was filtered, and then purified by 
column chromatography (silica gel, 50% to 100% hexane/ethyl acetate (v/v)) to 
give the product as a white solid (0.300 g, 44%). ESI-MS m/e 462.1 (M+l). 
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EXAMPLE 15 

yV-acetyl.2-[4-(Benzyloxy)phenyl]-l-cyclohexyl-lff-beiiziinidazol-5. 

sulfonamide 

A solution of intermediate 69 (0.023 g, 0.05 mmol) in NJSf- 
dimethylformamide (0.200 mL) and lithium bis(trimethylsilyl)amide (1.0 M 
solution in tetrahydrofuran) (0.050 ml, 0.05 mmol) was cooled to 0 °C. Acetyl 
chloride (0.005 ml, 0.06 mmol) was added. The reaction mixture was stirred at rt 
for 1.5 h. At this time, more lithium bis(trimethylsilyl)amide solution (0.050 ml, 
0.05 mmol) and acetyl chloride (0.010 ml, 0.014 mmol) were added. The 
reaction was stirred at rt overnight and concentrated The crude material was 
purified by reverse phase HPLC (C18 column, water/acetonitrile gradient 
containing 0.05% trifluoroacetic acid) to afford the product as a white solid 
(0.006 g, 18%). 'H NMR (CDC1 3 ) 8 8.52 (br s, 1H), 8.15 (br s, 1H), 7.84 (br m, 
1H), 7.61 (br m, 2H), 7.47-7.29 (br m, 5H), 7.22 (br m, 2H), 5.18 (s, 2H), 4.46 
(m, 1H), 2.30 (br m, 4H), 2.01 (br m, 2H), 1.82 (br m, 1H), 1.37 (br m, 3H);. 
ESI-MS m/e 504.1 (M+l); HPLC purity (ELSD) 100%. 



EXAMPLE 16 

N-Beiizoyl.2-[4.(benzyIoxy)phenyl].l<yclohexy|.ltf-benzimidazol-S- 

sulfonamide 

Intermediate 69 (0.023 g, 0.05 mmol) and benzoyl chloride (0.005 ml, 
0.06 mmol) were used to prepare the titled compound (0.006 g, 18%) by the san 
method as in example 15. 'H NMR (CDC1 3 ) 5 8.59 (s, 1H), 8.26 (d, 1H, J = 8.8 
Hz), 7.84 (m, 3H), 7.59 (d, 2H, 7= 8.8 Hz), 7.56-7.37 (m, 8H), 7.18 (d, 2H, J = 
8.4 Hz), 5.17 (s, 2H), 4.42 (m, 1H), 2.33 (br m, 4H), 1.99 (br m, 2H), 1.81 (br m 
1H), 1.36 (br m, 3H); ESI-MS m/e 566.1 (M+l); HPLC purity (ELSD) 100%. 

EXAMPLE 17 

4.[2-(4-Benzyloxyphenyl).l-cyclohexyl-lH-benzoimldazole-5- 
sulfonylaminocarbonylj-benzoic acid methyl ester 

A solution of intermediate 69 (0.046 g, 0.1 mmol) in dichloromethane 
(0.500 mL) was cooled to 0 °C and lithium bis(trimethylsilyl)amide (1.0 M 
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solution in tetrahydrofuran) (0.12 ml, 0.12 mmol) was added and stirred for 5 
min. P-phthalic acid mono methyl ester chloride (0.021 g, 0.11 mmol) was added. 
The reaction mixture was stirred at rt for 4 hrs. The crude material was 
concentrated and purified by reverse phase HPLC (CI 8 column, 
5 water/acetonitrile gradient containing 0.05% trifluoroacetic acid) to afford the 
titled compound (0.024 g, 38%). J H NMR (CDC1 3 ) 5 8.45 (s, 1H), 8.17 (d, 1H, J 
= 8.8 Hz), 8.07 (d, 2H, /= 8.4 Hz), 7.91(d, 2H, J = 8.8 Hz), 7.85 (d, 1H, /= 8.8 
Hz), 7.56 (d, 2H, J = 8.8 Hz), 7.50-7.37 (m, 5H), 7.18 (d, 2H, J = 8.8 Hz), 5.18 (s, 
2H), 4.41 (m, 1H), 4.00 (bs, 3H), 2.31 (br m, 2H), 2.02 (br m, 4H), 1.80 (br m, 
10 1H), 1 .36 (br m, 3H); ESI-MS m/e 624.2(M+1); HPLC purity (UV) 99%. 

EXAMPLE 18 

4-[2-(4-Benzyloxyphenyl)-l-cyclohexyl-lH-benzimidazole-5- 
sulfonylaminocarbonyl]-benzoic acid 

15 A solution of the preceding ester (0.020 g, 0.03 mmol) in ethanol (1.0 

mL), tetrahydrofuran (1.0 mL) and 4N NaOH aq. solution (0.5 mL), was refluxed 
for 30 min. The reaction mixture was concentrated and treated with 4N HC1 aq. 
Solution until acidic. The solid was filtered and dried to afford the product (0.014 
g, 72%). *H NMR (CDC1 3 ) 5 8.46 (s, 1H), 8.2 (d, 1H, / = 8.8 Hz), 8.08 (d, 2H, J 

20 = 8.4 Hz), 7.90(d, 2H, J = 8.4 Hz), 7.85 (d, 1H, J = 8.8 Hz), 7.56 (d, 2H, / = 8.8 
Hz), 7.47-7.41 (m, 5H), 7.17 (d, 2H, J = 8.8 Hz), 5.18 (s, 2H), 4.40 (m, 1H), 2.31 
(br m, 2H), 1.99 (br m, 4H), 1.80 (br m, 1H), 1.36 (br m, 3H); ESI-MS m/e 
610.1(M+1); HPLC purity (UV) 94%. 

25 EXAMPLE 19 

3-[2-(4-BenzyloxyphenyI)-l-cyclohexyM 

3-oxo-propionic acid methyl ester 

A solution of intermediate 69 (0.046 g, 0.1 mmol) in dichloromethane 
(0.700 mL) was cooled to 0 °C . Lithium bis(trimethylsilyl)amide (1.0 M solution 
30 in tetrahydrofuran) (0.10 ml, 0.10 mmol) was added and the mixture was stirred 
for 1 hr. Methyl-3-chloro-3-oxo-propionate (0.011 ml, 0.10 mmol was added. The 
reaction mixture was stirred at rt overnight. The reaction mixture was 
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concentrated and the residue purified by reverse phase HPLC (CIS column, 
water/acetonitrile gradient containing 0.05% trifluoroacetic acid) to afford the 
product (0.005 g, 7%). 'HNMR (CDC1 3 ) 8 8.60 (s, IH), 8.16 (d, 1H,7= 8.8 Hz) 
7.85 (d, IH, 7= 8.8 Hz), 7.64(d, 2H, 7= 8.8 Hz), 7.50-7.38 (m, 5H), 7.21 (d, 2H ' 
/= 8.8 Hz), 5.18 (s,2H), 4.49 (m,lH), 3.70 (s,3H), 3.35 (,. 2H), 2.30 (br m, ' 
2H), 2.02 (br m, 4H), 1.82 (br m, IH), 1.35 (br m, 3H);ESI-MS m/e 
562.18(M+1); HPLC purity (UV) 99%. 

EXAMPLE 20 

3-[2-(4.BenzyIoxy-phenyI).l.cyclohexyl.lH-benzoimidazole-5. 
sulfonylamino].3.oxo-propionic acid 

The preceding ester was hydrolyzed to yield the product (0.006 g) by the same 
method as in example 18. ] H NMR (CDCI3) 8 8.60 (s, IH), 8.19 (d, IH, 7 = 8 5 
Hz), 7.97 (d, IH, 7 = 8.8 Hz), 7.79(d, 2H, 7 = 7.6 Hz), 7.48-7.37 (m, 5H), 7 26 
15 (m, 2H), 5.18 (s, 2H), 4.57 (m, IH), 3.35 (bs, 2H), 2.32 (br m, 2H), 2.10 (br m, 
2H), 2.02 (br m, 2H), 1.80 (br m, IH), 1.37 (br m, 3H);ESI-MS m/e 
548.04(M+1); HPLC purity (UV) >93%. 



10 



20 



25 



30 



EXAMPLE 21 

3-[2-(4.Benzyloxy. p henyl).l.cyclohexyl.lH.benzoimidazole.5. 
sulfonylamino]-3-oxo-aceticacid methyl ester 

Intermediate 69 (0.046 g, 0.1 mmol) and methyl-oxalyl chloride (0.010 
ml, 0.1 1 mmol) were used to prepare the titled compound (0.020 g 30%) 'H 
NMR (CDCI3) 8 8.71 (s, IH), 8.24 (d, IH, 7 = 8.8 Hz), 7.91 (d, IH, 7 = 8.8 Hz) 
7.64(d, 2H, 7= 8.8 Hz), 7.48-7.38 (m, 5H), 7.22 (d, 2H, 7= 8.8 Hz), 5.18 (s, 2H) 
4.53 (m, IH), 3.85 (s, 3H), 2.31 (brm, 2H), 2.09 (br m, 4H), 1.84 (br m, IH), 
L38 (br m, 3H); ESI-MS m/e 548.17(M+1); HPLC purity (UV) >78%. 

EXAMPLE 22 

r2-(4.Be„ 2 y,oxy-^^ 

3-oxo-acetic acid 
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The preceding ester (0.012 g, 0.018 mmol) was used to prepare the titled 
compound (0.005 g, 52%) by the same method as in the previous examples. 'H 
NMR (CDClj) 8 8.67 (s, 1H), 8 8.47 (bs, 1H), 8.13 (d, 1H, J = 8.8 Hz), 7.91 (m, 
1H), 7.71(d, 2H, J = 8.8 Hz), 7.49-7.37 (m, 5H), 7.23 (d, 2H, J = 8.4 Hz), 5.17 (s, 
5 2H), 4.53 (m, 1H), 2.31 (br m, 2H), 2.06 (br m, 4H), 1.81 (br m, 1H), 1.37 (br m, 
3H); ESI-MS m/e 534.1(M+1); HPLC purity (UV) 100%. 

Other compounds prepared by these methods are included in the 
following table. 

10 Master Table. 




Ex. 
No. 


e 




R 4 


R 6 


Synthetic 
method 


Retenion 
Time 
(min) 


Purity 
(AP) 


MS 
(M+l) 


23 


CH 


cHexyl 


4-ClPh 


CChfl 


C 


255 


98 


605 


24 


CH 


cHexyl 


4-FPh 


CO2H 


D 


1.82 


95 


589 


25 


CH 


cHexyl 


4-MeOPh 


OfcH 


D 


1.92 


90 


601 


26 


CH 


cHexyl 


4-MeSPh 


COjH 


D 


2.00 


90 


617 


27 


CH 


cHexyl 


3,5-di-ClPh 


CO2H 


D 


2.09 


95 


639 


28 


CH 


cHexyl 


1-naphthyl 


CO2H 


D 


2.03 


95 


621 


29 


CH 


cHexyl 


2-biphenyl 


COzH 


D 


1.93 


95 


647 


30 


CH 


cHexyl 


3-CI-4-FPh 


CCbH 


D 


1.87 


90 


623 


31 


CH 


cHexyl 


4-CF 3 Ph 


CO2H 


D 


1.87 


98 


639 


32 


CH 


cHexyl 


3-AcNHPh 


CO2H 


D 


1.61 


98 


628 


33 


CH 


cHexyl 


3-(OH)Ph 


CO2H 


D 


1.78 


94 


587 


34 


CH 


cHexyl 


4-(CN)Ph 


COjH 


D 


1.78 


92 


596 


35 


CH 


cHexyl 


Ph 


CO2H 


D 


1.92 


95 


571 


36 


CH 


cHexyl 


2-(CHO)Ph 


COzH 


D 


1.79 


90 


599 


37 


CH 


cHexyl 


4-(CHO)Ph 


CO2H 


D 


1.80 


82 


599 


38 


CH 


cHexyl 


3-{C0 2 H)Ph 


CO2H 


D 


1.80 


90 


615 


39 


CH 


cHexyl 


4KC02H)Ph 


COjH 


D 


1.78 


94 


614 


40 


CH 


cHexyl 


4-MeSOzPh 


CO^H 


D 


1.69 


92 


648 


41 


CH 


cHexyl 


4-N02Ph 


CO2H 


D 


1.73 


98 


616 


42 


CH 


cHexyl 


4-(CH20H)Ph 


COjH 


D 


1.50 


83 


601 


43 


CH 


cHexyl 


3-NHr4-MePh 


CO^H 


D 


1.40 


90 


600 


44 


CH 


cHexyl 


3,4-di-MeOPh 


COiH 


D 


1.60 


95 


631 


45 


CH 


cHexyl 


4-MeCOPh 


CO2H 


D 


1.60 


95 


613 
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Ex. 
No. 


Q 




R 4 


X 6 


Synthetic 
method 


Retenioi 
Time 
(min) 


1 

Purity 
(AP) 


MS 


46 


CH 


cHexyl 


4-(0H)Ph 


COzH 


D 


1.53 


95 


587 


47 


CH 


cHexyl 


4-(CH=CHC02H)Ph 


COzH 


D 


1.60 


95 


641 


48 


CH 


cHexyl 


4-CIPh 


o 


G 


1 .00 




£RR 


49 


CH 


cHexyl 


4-CNPh 


CONHMe 


G 




99 


609 


50 


CH 


cHexyl 


4-CIPh 


CONHMe 


G 




99 


618 


51 


CH 


cHexyl 


H 


H $ 


G 


1.89 


90 


770 


52 


CH 


cHexyl 


3-(0H)Ph 


CONHCH(Me)C02H 


(; 


1 ^9 

1 .Ji 


/U 




53 


CH 


cHexyl 


3-(0H)Ph 


o p 

H 


G 


1.54 


90 


750 


54 


CH 


cHexyl 


3-(0H)Ph 




G 


1.93 


96 


773 


55 


CH 


cHexyl 


3-(0H)Ph 


conhch 2 ch 2 conh 2 


u 


1. 4 J 




657 


56 


CH 


cHexyl 


3-CI-4-FPh 


CONHCHCMeJCC^H 


n 




100 


694 


57 


CH 


cHexyl 


3-CI-4-FPh 


0 ff 

H 


G 


1.74 


98 


786 


58 


CH 


cHexyl 


3-Cl-4-FPh 


H 


G 


1.98 


99 


809 


59 


CH 


cHexyl 


3-CI-4-FPh 


CONHCH2CH2CONH2 


G 


I SR 

1 .JO 


yy 


Oyj 


60 


CH 


cHexyl 


3,4-di-MeOPh 


CONHCH(Me)C02H 


G 


1.44 


on 
yu 


/\J1 


61 


CH 


cHexyl 


3,4-di-MeOPh 


H 


G 


1.50 


100 


794 


62 


CH 


cHexyl 


3,4-di-MeOPh 


0 jqP 

H 


G 


1.88 


100 


816 


63 


CH 


cHexyl 


3,4-di-MeOPh 


CONHCH 2 CH 2 CONH 2 


G 


1.54 


90 


701 


64 


CH 


cHexyl 




0 

'> N > 


G 


1.46 


100 


669 


65 


CH 


cHexyl 


3-(0H)Ph 


O 

O 




I. j J 


100 


656 


66 


CH 


cHexyl 


3-(0H)Ph 




G 


1.61 


too 


640 


67 


CH 


cHexyl 


3-(0H)Ph 


CONHCH 2 CH2CH 2 OH 


G 


1.47 


100 


644 


68 


CH 


cHexyl 


3-(0H)Ph 


CONHMe 


G 


1.59 


100 


600 


69 


CH 


cHexyl 


3-(0H)Ph 




G 


1.59 


100 


670 


70 


CH 


cHexyl 


3-(0H)Ph 


CON(CH2CH 2 OH)2 


G 


1.52 


100 


674 
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Ex. 
No. 


n 
M 




I? 


R 6 


Synthetic 
method 


Rptpninn 

AC»C#IH/f ■ 

Time 
(min) 


Purity 
(AP) 


MS 
(M+l) 


71 


CH 


cHexyl 


3-<OH)Ph 


CONHCH(MOC0 2 iBu 


G 


1.72 


86 


714 


72 


CH 


cHexyl 


3-(OH)Ph 


CONHCH^COitBu 


G 


1.79 


98 


700 


73 


CH 


cHexyl 


3-(OH)Ph 


rO 

H 


G 


1.93 


98 


829 . 


74 


CH 


cHexyl 


3-(OH)Ph 


CONHC^COjH 


G 


1.59 


100 


| 644 


75 


CH 


cHexyl 


3-Cl-4-FPh 


0 

*\ N > 


G 


1.70 


100 


. 704 


76 


CH 


cHexyl 


3-CI-4-FPh 


O 

o 


G 


1.86 


100 


692 


77 


CH 


cHexyl 


3-Cl-4-FPh 


o 

D 


G 


1.84 


86 


676 


78 


CH 


cHexyl 


3-Cl-4-FPh 


CONHCHzCHzCHzOH 


G 


1.74 


91 


680 


79 


CH 


cHexyl 


3-CI-4-FPH 


CONHMe 


G 


1.88 


100 


636 


80 


CH 


cHexyl 


3-C1-4-FPH 


0 


G 


1.75 


94 


706 


81 


CH 


cHexyl 


3-Cl-4-FPh 


CON(CH 2 CH 2 OH)2 


G 


1.79 


100 


710 


82 


CH 


cHexyl 


3-CU4-FPh 


CONHCH(Me)C0 2 tBu 


G 


1.91 


90 


750 


83 


CH 


cHexyl 


3-CI-4-FPh 


. xr 

M o 


G 


1.92 


90 


842 


84 


CH 


cHexyl 


3-CI-4-FPh 


CONHCH 2 C0 2 tBu 


G 


1.98 


98 


736 


85 


CH 


cHexyl 


3-Cl-4-FPh 


H 


G 


2.00 


85 


865 


86 


CH 


cHexyl 


3-Cl-4-FPh 


CONHCH 2 C02H 


G 


1.83 


100 


680 


87 


pi] 


cHexyl 


3,4-di-MeUrh 


0 


/-» 
u 


1.39 


100 


712 


88 


CH 


cHexyl 


3,4-di-MeOPh 




G 


1.67 


95 


700 


89 


CH 


cHexyl 


3,4-di-MeOPh 


\^ 


G 


1.76 


100 


684 


90 


CH 


cHexyl 


3,4-di-MeOPh 


CONHCH 2 CH 2 CH20H 


G 


1.53 


84 


688 


91 


CH 


cHexyl 


3,4-di-MeOPh 


CONHMe 


G 


1.57 


96 


644 


92 


CH 


cHexyl 


3,4-di-MeOPh 


0 


G 


1.54 


95 


713 


93 


CH 


cHexyl 


3,4-di-MeOPh 


CON(CH 2 CH 2 OH)2 


G 


1.56 


100 


718 


94 


CH 


cHexyl 


3,4-cn-MeOPn 


CUNHCH^MejCChtBu 


G 


1.78 


85 


758 


95 


CH 


cHexyl 


3,4-di-MeOPh 




G 


1.79 


89 


850 


96 


CH 


cHexyl 


3,4-di-MeOPh 


CONHCH 2 COjtBu 


G 


1.71 


93 


744 


97 


CH 


cHexyl 


3,4-di-MeOPh 




G 


1.88 


95 


873 
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Ex. 
No. 


Q 


A 


Br 


/r 


Synthetic 
method 


Retenion 
Time 
(min) 


Purity 
(AP) 


MS 
(M+l) 


98 


CH 


cHexyl 


3,4-di-MeOPh 


CONHCHzCOzH 


G 


1.62 


100 


688 


99 


CH 


cHexyl 


4-CIPh 




G 


1.74 


95 


688 


too 


CH 


cHexyl 


4-MeSPh 


CONH 2 


G 


1.06 


90 


616 


101 


CH 


cHexyl 


4-MeSPh 


CONHCH2CH2CON H 2 


G 


1.05 


93 


681 


102 


CH 


cHexyl 


4-MeSPh 




G 


1.05 


95 


700 


103 


CH 


cHexyl 


4-MeSPh 


CONHCHjCOztBu 


G 


1.10 


90 


730 


104 


CH 


cHexyl 


4-MeSPh 


CONMe 2 


G 


1.07 


96 


644 


105 


CH 


cHexyl 


4-CNPh 


CONMe 2 


G 


j 1.59 


85 


623 


106 


CH 


cHexyl 


4-ClPh 


CONHMe 


G 


1.73 


90 


618 


IV f 


CH 


cHexyl 


4-ClPh 


0 


G 


1.71 


90 


688 


108 


CH 


cHexyl 


4-ClPh 


CONHCHzCOzlBu 


G 


1.85 


75 


718 


109 


CH 


cHexyl 


4-ClPh 


C0NHCH 2 CO 2 H 


G 


1.71 


90 


662 


no 


CH 


cHexyl 


4-ClPh 


CONH2 


G 


1.71 


90 


604 


in 


CH 


cHexyl 


4-CIPh 


CONHCH 2 CH 2 NH 2 


G 


1.68 


85 


675 


112 


CH 


cHexyl 


4-CIPh 


CONMe 2 


G 


1.75 


85 


632 


113 


CH 


cHexyl 


4-MeSPh 


CONHMe 


G 


1.06 


90 


630 


114 


CH 


cHexyl 


2-thienyl 


COzH 


D 


1.78 


95 


577 


115 


CH 


cHexyl 


3-thienyi 


COzH 


D 


1.77 


95 


577 


116 


CH 


cHexyl 


2-benzofuranyl 


CChH 


D 


1.91 


90 


611 


117 


CH 


cHexyl 


2-furanyl 


COzH 


D 


1.86 


85 


561 


118 


CH 


cHexyl 


3,4-dioxolanePh 


COzH 


D 


1.77 


98 


615 


119 


CH 


cHexyl 


2-benzothiophenyl 


COzH 


D 


2.07 


95 


627 


120 


CH 


cHexyl 


5-Ac-2-thienyl 


COjH 


D 


1.91 


98 


619 


121 


CH 


cHexyl 


5-indolyl 


COiH 


D 


1.90 


97 


610 


122 


CH 


cHexyl 


3-CHO-2-furanyl 


C02H 


D 


1.65 


85 


589 


123 


CH 


cHexyl 


8-quinolinyl 


COjH 


D 


1.67 


90 


622 


124 


CH 


cHexyl 


2-indolyl 


COzH 


D 


1.75 


95 


609 


125 


CH 


cHexyl 


2,4-di-MeO-5- 
pyrimidinyl 


CC^H 


D 


1.91 


95 


632 


126 


CH 


cHexyl 


N-BOC-2-pyrrolyl 


COjH 


D 


1.81 


92 


659 


127 


CH 


cHexyl 


N-Me-5-indolyl 


CC^H 




1 ro 


OR 


OZJ 


128 


CH 


cHexyl 


5-pyrimidinyl 


C0 2 H 


D 


1.60 


98 


572 


129 


CH 


cHexyl 


3-thienyl 


.XT 


G 


1.54 


92 


740 


130 


CH 


cHexyl 


3-thienyl 


M 


G 


1.91 


100 


763 


131 


CH 


cHexyl 


3-thienyl 


CONHCH 2 CH 2 CONH 2 


G 


160 


98 


647 
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Ex. 
No. 


Q 


fl 3 


K 4 


R 6 


Synthetic 
method 


Retenion 
Time 
(mitt) 


Purity 
(AP) 


MS 


132 


CH 


cHexyl 


3-thienyl 


0 


G 


\56 


100 


659 


133 


CH 


cHexyl 


3-thienyl 


0 


G 


1.74 


100 


646 


134 


CH 


cHexyl 


3-thienyl 


0 


G 


1.72 


100 


630 


135 


CH 


cHexyl 


3-thienyl 


CONHC^CH^CHzOH 


G 


1.71 


92 


634 


136 


CH 


cHexyl 


3-thienyl 


CONHMe 


G 


1.73 


100 


590 


137 


CH 


cHexyl 


3-thienyl 


0 


G 


1.71 


95 


660 


138 


CH 


cHexyl 


3-thienyl 


CON(CH 2 CHzOH) 2 


G 


1.63 


too 


664 


139 


CH 


cHexyl 


3-thienyl 


CUNH(Me)CU2tDU 


O 


1 fin 


7*7 






ru 


cHexyl 


-f Hi cn xj 1 

j-uuciiyi 


" 0 


G 


1.91 


92 


796 


141 


CH 


cHexyl 


3-lhienyl 


CONHCH 2 C02tBu 


G 


1.86 


94 


690 


142 


CH 


cHexyl 


3-thienyl 


H 


G 


1.90 


95 


819 


143 


CH 


cHexyl 


3-thienyl 


CONHCH2CO2H 


G 


1.58 


98 


634 


144 


CH 


cHexyl 


5-Ac-2-thienyl 


CONHCHzCOztBu 


G 


1.55 


95 


731 


145 


CH 


cHexyl 


5-Ac-2-thienyl 


CONHCH2CO2H 


G 


1.48 


90 


676 


146 


CH 


cHexyl 


5-Ac-2-thienyl 


CONH 2 


G 


1.58 


94 


618 


147 


CH 


cHexyl 


5-Ac-2-thienyl 


CONH CH2CH2CONH2 


G 


1.44 


91 


689 


148 


CH 


cHexyl 


5-Ac-2-thienyl 


CONMe 2 


G 


1.37 


85 


646 


149 


CH 


cHexyl 


4-(CN)Ph 


0 


G 


1.36 


95 


679 


150 


CH 


cHexyl 


5-Ac-2-thienyl 


CONHMe 


G 


1.51 


92 


632 


] ji 


L.H 


cHexyl 


j-AC-z-inietiyi 


0 


c, 
\j 




JM 


ICY) 


152 


CH 


cHexyl 


3-CF 3 CO-5- 
indolyl 


CONMe 2 


G 


1.58 


100 


733 


153 


CH 


cHexyl 


3-CF3CO-5- 
tndolyl 


CONHCHjCOzH 


G 


1.55 


83 


763 


154 


CH 


cHexyl 


3-CF3CO-5- 
indolyl 


CONH 2 


G 


1.69 


86 


706 


155 


CH 


cHexyl 


3-CF3CO-5- 
indolyl 


CONH CH 2 CH2CONH 2 


G 


1.52 


80 


776 
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UTILITY 

The compounds of Formula I inhibit the activity of Hepatitis C Virus 
NS5B RdRp as demonstrated using assays for NS5B RdRp activity. Thus, the 
compounds of Formula I are potentially useful in the cure and prevention of HCV 
5 infections. 

HCV NS5B RdRp cloning, expression and purification. The cDNA 
encoding the NS5B protein of HCV, genotype lb, was cloned into the pET21a 
expression vector. The protein was expressed with an 18 amino acid C-terminal 
truncation to enhance the solubility. The E. coli competent cell line BL21(DE3) 
10 was used for expression of the protein. Cultures were grown at 37°C for ~ 4 
hours until the cultures reached an optical density of 2.0 at 600 nm. The cultures 
were cooled to 20*C and induced with 1 mM IPTG. Fresh ampicillin was added 
to a final concentration of 50 ug/ml and the cells were grown overnight at 20'C. 
Cell pellets (3L) were lysed for purification to yield 15-24 mgs of purified 
1 5 NS5B. The lysis buffer consisted of 20 mM Tris-HCl, pH 7.4, 500 mM NaCl, 
0.5% triton X-100, 1 mM DTT, lmM EDTA, 20% glycerol, 0.5 mg/ml lysozyme, 
10mMMgC12, 15ug/mldeoxyribonucleaseI, and Complete TM protease 
inhibitor tablets (Roche). After addition of the lysis buffer, frozen cell pellets 
were resuspended using a tissue homogenizer. To reduce the viscosity of the 
sample, aliquots of the lysate were sonicated on ice using a microtip attached to a 
Branson sonicator. The sonicated lysate was centrifuged at 100,000 x g for lhr at 
4°C and filtered through a 0.2 pm filter unit (Corning). 

The protein was purified using three sequential chromatography steps: 
Heparin sepharose CL-6B, polyU sepharose 4B, and Hitrap SP sepharose 
25 (Pharmacia). The chromatography buffers were identical to the lysis buffer but 
contained no lysozyme, deoxyribonuclease L MgC12 or protease inhibitor and the 
NaCl concentration of the buffer was adjusted according to the requirements for 
charging the protein onto the column. Each column was eluted with a NaCl 
gradient which varied in length from 5-50 column volumes depending on the 
30 column type. After the final chromatography step, the resulting purity of the 
enzyme is >90% based on SDS-PAGE analysis. The enzyme was aliquoted and 
stored at -80°C. 



20 
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HCV NS5B RdRp enzyme assay. HCV RdRp genotype lb assays were 
run in assay buffer composed of 20 mM Tris-HCl, pH 7.5, 2.5 mM KG, 5 mM 
MgCI 2 , 1 mM DTT, 1.6 U RNAse inhibitor (Promega N2515), in 96 well plates 
(Falcon 3918). All compounds were serially diluted in DMSO and diluted further 
5 in assay buffer such that the final concentration of DMSO in the assay was 2%. 
Compounds were serially diluted (3-fold each time) for a 7 point inhibition 
analysis. HCV RdRp genotype lb enzyme was used at a final concentration of 28 
nM. A polyA template was used at 28 nM, and the oligo-dTiM8 primer was used 
at 840 nM final concentration. Preannealed primer and template were obtained 

10 commercially (Amersham 27-787802). 3 H-UTP was used at 0. 125 \iCi (1 \M 
total UTP). Reaction was initiated by the addition of enzyme. Reactions were 
incubated at 30°C for 45 min, and stopped by adding 30 ul of 20% ice cold TCA. 
Plates were chilled for 30 minutes and harvested onto Unifilter-96, GF/B 
plates(Packard, 6005177) using a Packard FilterMate Cell Harvester. The harvest 

15 plates were prewashed 3 times, 200ul/well, with 100 mM NaPPi. Harvested 
filters were washed 30 times, 200 ul/well, with distilled water followed by 
ethanol. Filter plates were dried, and 30 ul /well microscint-20 was added. Plates 
were read on a Packard Top Count NXT. 

The IC50 values for compounds were determined using six different [I], 

20 combined with 7nM enzyme, 800 ng of the template-primer polyC/oligoGn (1:5 
molar ratio), and 0.7 uM of 3 H GTP containing 1 uCi. The observed fractional 
activity (fa = vi/vo) was used in the equation IC 50 = [I]/(l/fa-l) to determine a 
single point IC50 value. Typically, the single point IC50 values derived from [I] 
that produced fractional activities in the range of 0.1 to 0.8 relative to the 

25 uninhibited control were averaged to calculate the IC50 value for each compound. 

The HCV NS5B RdRp enzyme assay results are tabulated in the following 

table. 
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Example 

IVU. 


IC50 


1 


0 63 


3 


0 14 


4 


0 63 


5 


0 16 


10 


U.OJ 


17 


5 21 


18 


1 52 


20 


8 20 


22 


8 09 


23 


0 02 


24 


0 05 


25 


0 04 


26 


0 19 

V/. X 


27 


1 01 

x .isx 


28 


0 62 


29 


0 25 1 


30 


0 04 


31 


0 06 


32 


0.04 


33 


0 04 


34 


0 04 


35 


0 07 


36 


0 81 


37 


0 07 


38 


0.00 


39 


0.01 


40 


0.08 


41 


0.05 


42 


0.05 



Example 
No. 


IC50 

(MM) 


A 1 

43 


A O >1 

0.24 


A A 

44 


0.08 


A C 

45 


0.08 


46 


0.06 


A —t 

47 


0.05 


48 


0.32 


AC\ 

49 


rv An 

0.08 


CA 

50 


0.23 


51 


r\ rvo 

0.93 


52 


0.47 


CO 

53 


0.57 


C A 

54 


0.68 


cc 

55 


0.20 


c^: 

56 


0.19 


57 


0.18 


CO 

58 


f\ o o 

0.38 


59 


0.92 


60 


A 

0.28 


ol 


A AA 

0.09 


oz 


All 

0.11 


/CO 


0.15 


64 


1. 20 


65 


1.70 


66 


1.40 


67 


0.79 


68 


0.54 


69 


0.66 


70 


0.50 


71 


0.52 



Example 


IC50 


No. 


(HM) 




A AO 

0.93 


Id 


1 OA 

1.30 


74 


A 1 f 

0.15 


HC 

75 


0.35 


76 


1 Af\ 

L40 


"7*7 

77 


1.20 


TO 

78 


0.69 


TA 


A CC 

0.55 


OA 


A f\A 

0.94 


O 1 

81 


1.10 


oo 

82 


1.30 


OO 

83 


0.56 


OA 

84 


1.20 


Off 

OJ 


O OA 

2.30 


00 


A OO 

0.32 


on 
0/ 


A A O 

0.43 


OO 
OO 


0.47 




A A C 

0.46 


OA 

yu 


A CI 

U.63 


0.1 

yi 


A 0£ 

0.26 


yz 


A OA 

0.30 


AO 


A 

0.69 


A/1 

94 


O 1 f\ 

2.10 


AC 

95 


1.40 


96 


1.60 


97 


2.20 


98 


0.21 


99 


0.86 


106 


0.66 
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Example 
No. 


IC50 
OiM) 


114 


0.07 


115 


0.04 


116 


0.17 


1 17 


0.29 


1 1 o 

118 


0.07 


119 


0.03 


120 


0.02 


121 


0.03 


122 


0.67 


123 


0.44 


124 


0.12 


125 


1.28 


126 


0.46 


127 


0.09 


1 oo 

128 


1 A A 

1.04 


129 


A OA 

0.29 


i ia 

130 


A CO 

0.58 


131 


A OO 

0.23 


132 


a o n 

0.83 


133 


1 1 A 

1.10 


134 


a n 

0.37 


135 


A OA 

0.70 


136 


A OO 

0.22 


137 


1.30 


138 


o An 

3.00 


139 


2.60 


140 


2.15 


141 


2.80 


142 


1.20 
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Example 
No. 


IC50 
(lM) 


143 


A AO 

0.08 




O.LI 


152 


0.42 


153 


0.26 


154 


0.33 


155 


0.27 
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We claim: 



1 . A compound of Formula I 




10 



wherein: 
Qis CHorN; 

R 1 is tetrazolyl, MeCONHS0 2 -, PhCONHS0 2 -, R 5 0 2 C(CH 2 )o. 3 CONHS0 2 -, 
0 q 2 o 

5 rr^vV 5 / Vnh %-nh ? 2 jj\ 



o 2 9 




R is R .-C^Ar'.-CHP^.-CH^OC^FPhJ.-CHzCOC^CFaP^.or 

-CH 2 CONp where Np is naphthyl; 
R 3 is Cs^cycloalkyl; 
15 R 4 is hydrogen, Ar 2 , or Ar 3 ; 



Ar 1 is selected from the following group: phenyl, halophenyl, '^ 5t ""'x> 
OMe 

MeO s 




NO, 
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At 2 is phenyl, naphthyl, or biphenyl, optionally substituted with 1-3 substituents 
5 selected from the group comprising halogen, d-6 alkyl, hydroxyCj^alkyl, 

Ci^alkoxy, Ci^sulfoxy, Ci.2perfluoroalkyl, hydroxy, formyl, 
d^alkylcarbonyl, cyano, nitro, Ci^alkylamido, C0 2 R 5 , CONR 5 R 5 , 
Ci^alkylsulfonamido, and dioxolane; 
Ar 3 is thienyl, furanyl, pyrrolyl, benzothiophenyl, benzofuranyl, indolyl, 
10 quinolinyl, or pyrimidinyl optionally substituted with 1-2 substituents 

selected from the group comprising Ci^alkyl, formyl, acetoxy, 
trifluoroacetoxy, and t-butoxycarbonyl; 
R 5 is hydrogen or Chalky!; 
R 6 is halogen, methoxy, C0 2 R 5 or CONR 7 R 8 ; 
15 R 7 and R 8 are independently hydrogen, Ci^alkyl, -CH(Me)C0 2 R 5 , 

-(CH 2 ),. 3 C0 2 R 5 , -(CH 2 ) 1 . 3 CONR 5 R 5 , -(CH 2 ),. 3 OH, ^C0 2 R 5 
or -Y^C0 2 R 5 . 

or R 7 and R 8 taken together with the nitrogen to which they are attached 
form pyrrolidine, morpholine, piperidine, 4-hydroxypiperidine, 
20 piperazine, or 4-methylpiperazine; 

or a pharmaceutical^ acceptable salt, solvate, or prodrug thereof. 
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2. 



A compound of claim 1 wherein R' 



is cyclohexyl. 



3. 



A compound of claim 1 wherein R 1 is tetrazolyl and R 2 is 




10 



15 



20 



4. A compound of claim 3 wherein R 4 is Ar 2 . 

5. A compound of claim 4 wherein R 3 is cyclohexyl. 

6. A compound of claim 3 wherein R 4 is Ar 3 . 

7. A compound of claim 6 wherein R 3 is cyclohexyl. 

8. A compound of claim 3 wherein R 4 is hydrogen. 

9. A compound of claim 8 wherein R 3 is cyclohexyl. 

10. A compound of claim 1 wherein R 2 is -CEhAr 1 . 

11. A compound of claim 10 wherein R 3 is cyclohexyl. 

12. A composition useful for treating hepatitus C comprising a therapeutic 
amount of a compound of claim 1 and a pharmaceutical^ acceptable carrier. 

13. A method for treating hepatitus C comprising administering a 
therapeutically effective amount of a compound of claim 1 to a patient. 



